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Coiifiress Kills Social Security Health Plan 
The Vote 

Live Polio Vaccine Okayed 

Call for Cancer Patients 

Industry Stand on New Drug Rules 

CONGRESS REJECTS COMPULSORY 
GOVERNMENT HEALTH SCHEME 

The Senate turned down by a seven-vote margin 
tlie Social Secunt}-^ plan for financmg health care 
costs of the aged, and voted instead for a voluntarv, 
federal-state plan to assist those in need of aid 

The 51 to 44 vote killed any chance for tlie labor- 
backed social security' health plan to clear Congress 
this year Nmeteen Democrats, most of tliem from 
the south, joined with 32 Republican senators m 
defeating the plan The Senate then went on to 
pass the voluntarv health plan ovenvhelmingly 
91 to 2 

Tlie Senate action was a victory for all those 
opposing compulsory government medicine plans 
, It i\ as a sharp defeat for organized labor 

The bill finally approved in the Senate was an 
expanded version of the measure cleared by the 
Senate Finance Committee It followed the gen¬ 
eral pattern of the bill approved by the House, and 
the House Ways and Means Committee 

The legislabon piovides for federal spending of 
an estimated $450 million a year through the 
exishng federal-state public assistance program to 

1 Aid the states m fumishmg medical-hospital 
care for persons not on the old age assistance rolls, 
but v'ho do not have the means to finance heavy’ 
care costs, and 

2 Provide more federal funds to help strengthen 
already-existmg federal-state programs of free med¬ 
ical care for indigent persons receivmg subsistence 
pavments 

Tlie Senate bill was sent back to the House, 
v'here it went to a conference of House and Senate 
members to work out differences in the bvo meas¬ 
ures The bill was expected to go to die IWiite 
House before the Congressional session ended 

Democratic Presidential nommee John F Ken- 
nedv of Massachusetts urged the Senate to pass tlie 
Social Secunty plan, but unsuccessfully 

After the vote agamst the Social Security plan, 
Kennedy said the issue should be taken to the 
public, and blamed the repeated tlireats of a presi¬ 
dential veto for the defeat of the legislation w'hich 
he supported 

Tliough the Senate measure differed from the 
new Administration plan—a combmation of the bill 
sponsored bv Sen Javits and the pre\'ious Admm- 
istration proposal—it retamed the voluntarj' pnn- 
ciple and avoided the sweeping, compulsory Social 
S( cunt>’ plan Thus, there appeared every’’ likelihood 
til It such a bill w ould be signed by the President 


One important neyv amendment yvas added to the 
final bill on the Senate floor This proposal, spon¬ 
sored by Sen Long (D, La), yy'ouid add mental 
health and tuberculosis care to the categories of 
medical aid provided for m tllp bill Cost estimate 
yy'as an additional $120 milhonVa vear 

The health care provision of the measure yvould 
help the states provide an additional $12 a monfli 
per individual on Old Age Assistance for their 
medical care (the Kerr plan), and establish a 
federal-state program to provide financing of medi¬ 
cal care for up to one million persons annually, not 
necessardv on Old Age Assistance but yydio are 
unable to finance their health caie costs (the House 
bill) 

Tliese were part of an overall revamping of the 
social secunty laxvs that included elimination of the 
age 50 disabiht)’ requirement and lifted from $1,200 
to $1,800 the amount of money regular beneficianes 
may earn and still draxv full social secunty retire¬ 
ment In addition, the bill alloyvs men to retire at 
62 xvith smaller benefits than they yvould receive 
at 65 

The compulsory social security approach yvould 
have raised social secunty taxes to finance lim¬ 
ited health care benefits for beneficiaries- 68 and 
over under the plan proposed by Sen Apderson 
(D, N M) This type of plan—similar to the f orand 
Bill—yvas defeated all along the line in Cdngress 
m the House Ways and Means Committee, the full^ 
House, the Senate Finance Committee, and finall)^ 
the full Senate 

Physicians yvould not be placed under social 
secunty in'tlie health care bill approved by tlie 
Senate The House bill yy’ould have brought under 
social secunty for the first time self-employed 
physicians, and medical and dental mtems Hoyy- 
ever, this provision yvas knocked out by the Senate 
Finance Committee, and the full Senate yy'ent alon% 

HOW THE SENATORS VOTED 

Here is the roll call on the key Senate vote de- 
featmg the Social Secunty health plan 

Against the amendment—(51) 

Democrats agamst—19—ByTd of Va, Eastland, 
Ellender, Ery’m, Frear, Hill, Holland, Jordan, Kerr, 
Long of La , McClellan, Monroney, Robertson,-Bus¬ 
sell, Smathers, Sparkman, Stenms, Talmadge, and 
Thurmond 

Republicans against—32—Aiken, Allott, Beall, 
Bennett, Bndges, Bush, Butler, Capehart, Carlson, 
Case of S D, Cooper, Cotton, Curtis, Dirksen, 
Dyy'orshak, Fong, Goldyvater, Hickenlooper, Hruska, 
Javits, Keating, Kuchel, Morton, Mundt, Prouty', 
Saltonstall, Schoeppel, Scott, Smith, Wdey, IVil- 
liams of Del, and Young of N D 

For the amendment—(44) 

(Continued on next page) 
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to facilitate 
dosage 

‘CARDILAtE’ 

brand Erylhrol Tctranitralc 

is now available 
in two tablet 
strengths 

‘Cardilate’ provides, in one drug, rapid onset o£ 
effect (5-10 minutes) and prolonged duration ol 
vasodilating action (4-5 hours), thereby facihtat- 
ing adjustment of the therapeutic regimen to the 
, angina paffent’s daily activities For those whose 
ans vary from day to day, the rapid effect of 
rdilate’ permits administration of the drug just 

nor to known angina-precipitating situations- 

I ' 

aFor a lOiitine dai »‘,e-iolio4Mng schedule of aduunis- 

*■ 4 — -v 

7Tratfon is s'uggcstcd ^ 

At bedtime 

(PRN ) 



Additional doses may he 
administered prior to 
contemplated cveitement or 

Insnal stress (Cannon should 

rleivedintlieadm.mstra.ion 

-oT'GAJffilLATE’ to patients 
will, glaneoma or a history of 
recent ee.ehral hemorrhage ) 




‘C^*3lhATE’ brand 
Vrvtlirol Tetranitrale 

Tablets of 5 

and 15 mg scored 

15 mg- 


t j 






JAMA, Sept' 3, 1960 

Dertiociats for—43—Anderson, Bartlett, Bible 
Byrd of W Va , Cannon, Carroll, Chavez, Church, 
Clark, Dodd, Douglas, Engle, Core, Green, Gruen- 
mg, Hartke, Hayden, Humphrey, Jackson, Johnson 
of Texas, Kefauver, Kennedy, Lausche, Long of 
Hawaii, Lusk, Magnuson, Mansfield, McCarthy, 
McGee, McNamara, Morse, Moss, Murray, JMuskie, 
O’Malioney, Pastore, Proxmire, Randolph, Syming¬ 
ton, Williams of N J, Yarborough, and Young of 
Ohio 

Republicans foi—1—Case, (N J ) 

Paired for tlie amendment—Burdick, (D , 'N D) 
Paired against—Fulbnght, (D , Ark) 

WAY CLEARED FOR LIVE POLIO 
VIRUS VACCINE IN U S 

The U S Public Health Service finally stamped 
approval on national use of oral live vin^ pono 
vaceme in tins country U S Surgeon General 
Leroy E Burney said he hoped that use of the live 
virus vaccine m conjunction with the killed virus 
Salk vaccine would stamp out poho epidemics in 

this country , ., i 

Declarmg that the live virus vaceme developed 

by Dr Albert Sabm was “suitable «se ^ the 
United States,” Dr Burney said the PHS expects to 

license the manufacture of this ^ 

mmeume nevt spring Dr Burney said ho Salk 
vaccine had not been used as xyidely as it was 
nriemallv hoped despite the fact that it was highly 

efpfctive^ He^defended what he ^ 

ment’s “conservatism” m approvmg tlie live vaceme 

eCta Sence that it has be» S 

m a number of countries, notab y Russm He sa 
that the_defitSiQH-'te -approve the fabm 
T^dnch IS used in Soviet ^ 

I^Lcrreopie Mr ■■regl.ions for it 

J'MKaftote 

to develop a unineu nf nnlio outbreak 

Umphsh the 

Dr Burney said other hvevacem^^^^^^ 

Dr Harold Cox of Led L^^ institute m Phi 
Hilary Koprowski of jj® J desired sa 

delphia had not P r _d to be viriil 

standards because they ^ manufactui 

m test monkeys Hmiever,^^ j 

were encouraged ^ P jjj strains were 

sible The Sabm Type I. If, ID 

being recommended for u n 

They can be probably tl 

Dr Burney said repea immunizati 

or four, were "®f®f^„fosS regulations for 
PHS will ®^>'®"[^fiPe%olio vaccine to pbai 
manufacture of ^ f^Dr Burney annour 

ceutical concerns f o^y, ^r 
But he said he did data require 

for the drug compani^ 

ta “mp^itbete the fall of the year C 
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CALL FOR CANCER PATIENTS 

Physicians were urged to refer qualified i^atients 
'for studies on colon and rectal carcinoma to the 
Clinical Center of the National Institutes of Health 
in Washmgton The agency said referral of patients 
would be greatly appreciated 

Patients with colon oi rectal carcinoma could be 
accepted if they aie ambulator}^ haye nonnal 
leukocyte count, renal and hepatic funchon, and if 
they haye metastases in the lung, peiipheral lymph 
nodes (such as supraclayiculai or ceryical), oi skin 
Encouraging results m the tieatment of gastrointes¬ 
tinal carcinoma haye been reported using the 
pyrimidine analogues 5-fluorouracil and 5-fluoro- 
cleoxyuridme, said the NIH However, other reports 
haye raised the question of then effectiyeness 

Physicians who wish to have then patients con¬ 
sidered for study may write or call Dr Clyde O 
Bnndley or Dr Paul P Carbone, National Cancer 
Inshtute, Bethesda 14, Md (Oliyer 6-4000, Ext 
4251) 

PMA STAND ON NEW DRUG RULES 

The Phaimaceutical Manufacturers Association 
(PMA) endorsed, with modifications, the principle 
of the Administrabon’s proposed ne\y regulations 
on drug safety codes 

The regulahons would proyide that labelmg on 
or witlim the piescriptiou drug packages earn' full 
information about the drug, that promotional or 
adyertising matenal not exceed the claims made 
for the dnig m the brochure approyed by the Food 
and Drug Administration, and that the FDA haye 
the right to inspect production piocesses before 
cleanng a new drug application 

Tire PMA said it would propose a numbei of 
modifications of these and otlier suggested rules, 
including permission to file with the FDA confiden¬ 
tial statements of the inert ingredients of ophthal¬ 
mic and mjection medicines, instead of printing the 
information on the label, m order to protect valu¬ 
able trade information deyeloped by years of 
research 

Another important change sought would replace 
the requirement that all adyertising that furnishes 
information on the use of a drug also supply de¬ 
tailed indications, effects, dosages, routes, methods 
and frequency of duration of administration and 
any releyant hazards ’ Instead, remindei ad¬ 
vertising” to contain a precautionary statement to 
the effect that before prescribing, physicians should 
read the official brochure wliicli would be sent to 
them by the manufacturei, was recommended bv' 
the PMA 

MISCELLANY 

Tlie Administration opposed at this time a fed¬ 
eral program of scholarships for medical and dental 
students and loans for medical interns It is useless 
to attract moie students to medical schools until tlie 
teaching facilities are improv'ed and expanded, said 
Arthur S Flemmmg,_Secretarj' of Healtli, Educa- 
hon, and IVelfare, in a letter to the House Com¬ 
merce Committee Legislation to encourage con¬ 
struction and expansion of medical schools should 
haye precedence, said Flemming ‘The general 
picture IS not yet one of vacant places m medical 
schools, he stated 


a new strength 
of 

‘CARDILATE’ 

brand Erythrol Tctranitratc 

sublingual 
tablets for 
angina pectoris 

• rapid onset of action — 

5 to 10 minutes 

• prolonged duration of effect — 
4 to 5 hours 

• facilitates adjuslinent of dosage 

• evcelleiit for 
stress period therapj 

V ^ 5 mg. 

Particularly for angina patients who lequire only 
5 to 10 nig of erythrol tetranitrate per dose, the 
new 5 mg ‘Cardilate’ tablets permit maximum flex¬ 
ibility of therapy adjustment Whatever the indi¬ 
vidual requirement, patients may experience as 
much as 4 or 5 hours of freedom from anginal pain 
with each dose of ‘Cardilate’ 

^‘Nitroglycerin and erythrol tetranitrate when ad¬ 
ministered sublingually are among the most effec¬ 
tive of all prophylactic agents available for the 
treatment of patients ivith angina pectoris The 
comparatively prolonged duration of action of 
erythrol tetranitrate makes it especially valuable 
for clinical use ” 

Riseman, J E. F,et«f Circulation 17 22 (Jan) 1958 

‘CARDILATE’ brand Erjlbrol Telranitrale 
Sublingnal Tablets of 5 mg and 15 mg scored 

BURROUGHS WELLCOME & CO. (U.S A) INC. 
Tuckahoe, New York 
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brand Erythrol Tetranitrate 


is now available 
in two tablet ^ . 
strengths 

‘Cardilate’ provides, in one drug, rapid onset of 
effect (5-10 minutes) and prolonged duration of 
vasodilating action (4-5 hours), thereby facihtaa? 
ing adjustment of the therapeutic regimen to tl 
angina patient’s daily activities For those wh 
plans vary from day to day, the rapid effect 
‘Cardilate’ permits administration of the drug 
prior to known angina-precipitating situation 

For a routine day- ♦‘'(.-jolioAMng schedule of at 
Tration is suggested 

At In' 


Time On arising 


Dose 5 15 ing 
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5 15 mg 
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Additional doses may be 
administered prior to 
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be ohseived in the administration 
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recent cerebral hemorrhage ) 
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MEDICAL NEWS 


CALIFORNIA 

^Conference for Hospital Administrators—Hospital 
administrators and members of hospital boards of 
1 trustees wall meet Nov 11-13 for a University of 
California Medical Extension conference at the 
'university's residential conference center at Lake 
Arrowhead Titled “Executive Leadership in the 
Hospital New Honzons,” the conference is planned 
Jto improve the effectiveness of the hospital as a 
ijiuman, social, and economic institution and pro¬ 
vide admmistrators xxnth a large frame of reference 
by which to solve individual problems ’ Participants 
will include Dr Paul A Lembcke, Baltimore, 
;:Jrank J Jasinski, PhD, Cheshire, Conn, Fred 
^Alassank, Los Angeles, and the Rev Bertrand 
-Hause Information may be obtamed by writing to 
Medical Extension, UCLA Medical Center, Los 
cAngeles 24 


Hospital Addition Planned m Van Nuys —Construc¬ 
tion of a 120-bed addition to the Valiev Presby¬ 
terian Hospital in Van Nuvs is under way The new 
four-story, 60,000-square-foot unit will cost $2,100,- 
000 The new facihties will be circular in design, 
■Similar to the existing 63-bed, three-storv unit In 
addition to expanding the bed capacity, provisions 
"ill be made for txvo more surgeries, recovery 
rooms, labor rooms, nursery, laboratories, \-rav de¬ 
partment, and central supply Administrative facili¬ 
ties ivill be housed on the first floor and medical- 
surgical facilities on the second, third, and fourth 
floors Tlie new addition is phase two of a master 
plan which eventually will provide a 300-bed hos¬ 
pital containing complete medical-surgical facilities, 
mcluding nurses and resident training, pediatric and 
convalescent care, and research laboratories 


COLORADO 


Annual State Session m Estes Park—The 90tli " 
annual session of the Colorado State Medical So¬ 
ciety will be held Sept 14-17 at the Stanley Hotel, 
Estes Park The program is arranged under three 
general headings Metabolism, Biochemistry and 
Genebes, and Auto-Immune Disease The follow¬ 
ing parhcipants are listed as guest speakers Drs 
George W Beadle, PhD, Pasadena, Clyde G Cul- 
icrtson, Indianapolis, Israel Davidsohn, Chicago, 
mhn B Hazard, Cleveland, V M Ingram, Ph D , 
Cambridge, Eachmiel Levine, Chicago, Council- 
New York City, Theodore Puck, 

, 1 D, Denver, Marvin D Siperstem, Dallas, Jere- 
lyiiah Stamler, Chicago, and Mr Richard J Stull, 


Jjcncnl imited to send to this department items of news of 

Ijosmtalc example those Tclntmg to soc)tt> nctivibcs new 

at Ir'XKt public health Progratns should be received 

three Avecks hcfarc the date of mtctmL 


Berkeley, Calif Dr Cvrus W Anderson, Denver, 
will present the presidential address the afternoon 
of Sept 17 For information, write Mr H T 
Setliman, 835 Republic Bldg, Denver 2, Executive 
Secretarv' 

Chicago Allergist Honored m Denver—Honored 
Aug 7 at the dedication of a special research lab¬ 
oratory in the Denver Children’s Asthma Research 
Inshtute was Chicago allergist. Dr Leon Unger 
(second from right) Pictured with him are (left to 
right) Herman Amis, Ph D, immunologist at the 
institute. Dr Morris A Kaplan, Chicago allergist 
who is chairman of the Unger laborator)' fund. 
Dr Albert H Unger, El Paso, Texas, allergist (son 
of Leon Unger), and Dr Samuel C Bukantz, Clay¬ 



ton, Mo, medical and research director of the 
Jewish National Home for Asthmatic Children and 
its afflliate Children’s Asthma Research Institute 
The mstitute is said to be the only one m the world 
dedicated solely to asthma-allergies research 

DELAWARE 

State Society Meeting m Relioboth —The 171st 
annual meeting of the Medical Societv' of Delaware 
will be held Sept S-IO at the Henlopen Hotel, 
Relioboth Dr James E Marvil, Laurel, wnll pre¬ 
sent the presidential address the mommg of Sept 9 
Governor J Caleb Boggs of Delavv'are will present 
‘The Physician as a Citizen of Delaware’ The 
follovv'ing papers aie scheduled 

• Current Theripy of Common Medical Problems, Dr 
Walter J Levinsky, Phihdelphn 

• Everyday Lesions of the He id and Neck, Dr Octav us P 
Large Jr, Philadelphia 

• The Delaware Two-Way Hidio Experiment, Dr Fred 
MacD Richardson, Philadelphia 

• OlEce Diagnosis of Psycliiitnc Problems, Dr Kenneth E 
Aiipel, Philadelphia 

Exhibits are planned and the annual banquet will 
be held 7 p m, Sept 9 Concurrent specialtv 
meetings ire scheduled for Sept 10 For mforma- 
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tion, wiite Di Noiman L Cannon, 120S Delaware 
Ave, Wilmington 6, Del, Secretaiy 

GEOKGIA 

Dr Dow to Succeed Dr Hamilton-Phihp Dow, 
PIi D, foi-meily professor of physiology, has been 
appointed department chan man to succeed William 
F Hamilton, PhD, at the Medical College of 
Georgia, Augusta Di Hamilton has been appointed 
professoi emeutus Di Dow joined the school fac¬ 
ulty m 1935 A native of Ann Aiboi, Mich , he is a 
graduate of the Univeisity of Michigan, and le- 
cen'ed his Ph D m physiology at Yale Umveisitv, 
New Haven, Conn He is a membei of the editoiial 
hoaid of the Amencan Journal of Phystology 

Society News —The following ofhceis were elected 
at the recent meeting of the Georgia Society of 
Anesthesiologists president, Di Walter F Homeyei 
Jr , Macon, vice-president, Di Robert A Matthew, 
Albany, and secretary-treasurer, Dr Frederick A 
Caipentei, Atlanta —The Atlanta Radiological So¬ 
ciety recently elected the following new officers foi 
1960-1961 president. Dr James V Rogeis Ji, 
Emoiy University, vice-president. Dr Charles M 
Silverstem, and secietary-tieasuiei, Di Wilson 
T Edenfield 

ILLINOIS 

Chicago 

Heart-in-Industry Program —A luncheon at the 
Sheiman Hotel Oct 27, featuring Claience B Ran¬ 
dall and Ancel B Keys, Ph D, inaugurates the 
1960-1961 Ileart-in-Industry Piogram seiies Di 
Keys IS director of the Laboratory of Physiological 
Hygiene at the University of Minnesota, and Mr 
Randall is retired chairman of the board of Inland 
Steel Confeience chairman is Cliicago Heait Asso¬ 
ciation piesident, Di Willis J Potts, surgeon-in- 
chief, Children’s Memorial Hospital Reseivations 
mav be made by wilting the Association of Com- 
ineice and Industry, 30 Momoe, Chicago 
Theme of the senes is “Prevention and Eaily De¬ 
tection of Heart Disease ” Sponsored jointly by the 
Chicago Heart Association and the Association of 
Commerce and Industry, m cooperation with 25 
agencies and organizations, the eighth annua! 
Heait-m-Industiy Program will provide a yeai- 
lound senes of programs benefiting a wider audi¬ 
ence than was possible imdei the former onc-day 
confeience 

INDIANA 

Dr Offutt Honored -Dr Andrew C Oftutt, Indi¬ 
anapolis, secretary and state health commissioner, 
Indiana State Board of Health, was honored m 
May by the Tn-State Hospital Assembly in Chi¬ 
cago where he received the assembly’s annual 
Awald of Meiit The award, a key, was presented 


JAMA, Sept 3, I960 

to Dr OEutt May 3, foi his “outstandmg contribu¬ 
tions m the field of hospital administration Pres¬ 
entation of the award was by Everett Johnson ad¬ 
ministrator of Methodist Hospital of Garj' ’and 
president of the Tn-State Hospital Assembly 

MARYLAND 

Semiannual Meeting in Ocean City-On Sept 16 
the Medical and Chuurgical Faculty of the State 
of Marjdand w ill hold its semiannual meeting at the 
Commander Hotel, Ocean City An illustrated sym¬ 
posium, "Recent Advances in Emergency Resusci¬ 
tation,” wall be moderated by Dr Donald W Ben¬ 
son, professor of anestliesiology, Johns Hopkins 
Umveisitv School of Medicine, Baltimoie Two 
presentations are scheduled as follows “External 
Cardiac Massage and Defibrillation,” by Drs \Vil- 
ham B Kouwenhoven and James R Jude, Balti¬ 
more, and “Modern Methods of Artificial Respira¬ 
tion,” by Dis Paul R Hackett and Peter J Safar, 
Baltimoie Additional scientific sessions will include 
meetings of the state obstetiical and gynecological 
societ)', diabetes association, and heait association 
For infoimation, write Mr John Sargeant, 1211 
Cathedial St, Baltimore 1, Execuhve Secretary 


Personal—Carl Robert Brewei, PhD, formeily 
chief of the Research Division, U S Army Chemi¬ 
cal Corps Reseaich and Development Command, 
Washington, D C , has been appointed chief of the 
Reseaich Grants Branch, Division of General Medi¬ 
cal Sciences, National Institutes of Health, Be- 
thesda In his new posibon, Dr Brewei will super¬ 
vise the administiabon of the DGMS program of 
grants foi research m the sciences basic to medicine 
and biology, in environmental and public health, 
and in cei tain clinical sciences The Research 
Grants Bianch also supervises the DGMS Russian 
Scientific Translation Piogiam and the Clinical 
Research Facilities Program —The appointment of 
Allyii W Kimball, Ph D, as professor of biostatis- 
(ics in the Johns Hopkms University School of 
Hygiene and Public Healtli and as professor of 
biomathematics m the School of Medicine was 
announced Julv 11 Dr Kimball has been associ¬ 
ated with the Union Carbide Nuclear Company 
since 1950 as Chief of the Statistics Section at Oak 
Ridge National Laboratoiy 


rant to Double Medical Research—The Smgeon 
eneral has appioved a grant of $795,350 to the 
hiveisity of Maryland to enable the unii'crsitvs 
chool of Medicine to double its research program 
i the basic medical sciences To be matched by an 
aual amount of money from the Maryland General 
ssembly, the funds will enable renovation work to 
e undertaken on a former Baltimore departmen 
ore building to provide more adequate quarters 
nd expanded research facilities for the medica 
epartments Conversion of die building also wil 
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enable the medical school to employ a different 
technique in teachmg the basic sciences-the use of 
multi-disciplmed laboratories for students in the 
first tvvo years of medicine Each student will have 
an assigned laboratory area consisting of a desh, 
research equipment, and work space which will be 
available at all hours The arrangement will enable 
the students to receive instruction and to conduct 
their e\-penmental work and research m one lab¬ 
oratory Tlie department store building, acquired 
bv the university dunng the summer of 1959, is 
located in the 600 block of West Baltimore Street 
and IS adjacent to University Hospital Depart¬ 
ments which svill be moved to the building include 
biochemistry, pathology, microbiology, pharmacol¬ 
ogy, and physiology In addition, space will be 
prowded for the department of biophysics as well 
as for an animal farm for the basic science depart¬ 
ments IVlitn the renovations are completed, the 
building will also house the office of pliy'sical plant, 
the department of finance and business, and other 
administrative units located m the hospital and 
other campus buildings 

MASSACHUSETTS 

Navy Cites Biological Researcher —Dr Roy G 
Hoskins, of Waban, was awarded the Navy' Su- 
penor Civilian Service Award, the second highest 
honorary Naiy civilian award Dr Hoskins re¬ 
ceived the award for his outstanding contributions 
to the establishment and continuation of a signifi¬ 
cant research program in the biological sciences 
under Navy sponsorship ” He has served as biologi¬ 
cal sciences consultant to the Boston Branch Office 
of the Office of Naval Research since 1948 and is 
presently research professor at Tufts University He 
has also been editor-in-chief of the Journal of 
Endocrinology and managing editor of the Journal 
of Clinical Endocrinology 

Workshop in Blood Banking Offered —A AVorkshop 
in Blood Banking will be held at Harvard Medical 
School on Wednesday, Sept 21, from 9 a m to 
5pm under the joint sponsorship of the New 
England Transfusionists’ Society ind the American 
Association of Blood Banks The program will con- 
, sist of the following four panels each hours 
(1) blood grouping, transfusion re ictions, and blood 
bank administration, (2) cross-match and screening 
of antibodies, (3) antibody identifications, ery'thro 
blastosis fetalis, evchange transfusion, and (4) pa¬ 
ternity exclusion, genetics, pediatric transfusions 
The registration fee of $25, pavable to New Eng¬ 
land Society' of Pathologists, should be forwarded 
to Dr Herbert Fanger, Rhode Island Hospital, 
Providence, R I 

MICHIGAN 

Annual State Session in Detroit —The 95th annual 
session of the Michigan State Medicd Societx' Mill 


be held Sept 27-29 at the Sheraton-Cadilhc Hotel, 
Detroit The scientific program will open Tuesday 
noon and conclude Friday' noon Thirtv-tuo medi¬ 
cal teachers will report nesv developments in re¬ 
search and medical practice Dr Milton R M^eed, 
of Detroit, is general chairman of the Committee 
on Arrangements Precedmg the medical refresher 
course svill be the annual meetmg of the MSMS 
House of Delegates, beginning Sundav evening, 
Sept 27 The week-long program will be aug¬ 
mented bv a social evening on Thursday On Tues¬ 
day evening. Dr Kennetli H Johnson, of Lansing, 
will take over the position of MSMS president from 
retiring Milton A Darling, M D, of Detroit For 
information, write the Michigan State Medical So¬ 
ciety', 606 Townsend St, Lansing 15, Mich 

MONTANA 

State Meeting m Bozeman —The 82nd annual meet¬ 
ing of the Montana Medical Association will be 
held Sept 15-17 m Bozeman under the presidency 
of Dr Leonard W Brew'er, Missoula The program 
includes the following papers to be presented bv 
guest speakers 

Cartlnc Fluoroscopy A Kc-o\oluation, Dr Russell L Nich¬ 
ols, Ogden Utah 

Ophtholvmc Syndromes of Generol Mcdicil Interest, Dr 
Phdhps Thygeson, Sin Francisco 
IlypersensitiMty Factors in Ulcerative Colitis, Dr J Alfred 
Rider, San Franci-sco 

Sodium nnd W ater Requirements of the Seriously 111 Piticnt, 
Dr jimes \l Burnell, Seattle 

The Role of the Family Physician in the Consers ition of 
Hearing, Dr Victor H Hildyard, Denier 
Tre itraent of Achalaia Dr Rider 

Iron Deficiency Anemia, Dr Marion E Lahej, Salt Lake 
City 

Dynamic Urethrography A Cine Radiographic Study, Dr 
Nichols 

Management of the Severely Burned Patient, Dr Manon S 
DeWeest Ann Arbor, Mich 

Acute Renal Failure and the Artificial Kidney, Dr Burnell 
Hsperbihnibinemia in the Nenbom, Dr Lahey 
A Mechanistic Approach to Thrombo-Einbohsm, Dr De- 
Weese 

Three motion pictures, The Surgical Treatment of 
Parkinsonism,” "The Eye in General Medical Diag¬ 
nosis, ’ and Cancer Detection Examination,” w'lll 
be sboavn Dr Philip R Allison, Oxford, England, 
W’lll present the following papers “Diaphragmatic 
Hernia’ and Swallowing and Dysphagia” Spe¬ 
cialty group meetings and question-and-answer 
sessions are scheduled For mformation, write Dr 
Mhiham E S Harris, 114 North 2nd Livingston, 
Mont, Secretary 

NEVADA 

Annual State Meeting m Las Vegas -The 57th an¬ 
nual meeting of the Nevada State Medical Assocn- 
hon wall be held Sept 7-10 under the presidency' of 
Dr Ernest W Mack The following papers are 
scheduled to be presented bv guest speakers 
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X-ray Diagnosis of Pneumonias of Childhood, Dr Frederick 
J Bonte, Dallas 

Problems of the Newborn, Dr Arthur H Parmelee. Los 
Angeles 

A Review of the Collagen Diseases, Dr Ronald W Lamont- 
Havers, New York City 

Salvaging the Severely Damaged Hand, Dr Preston J 
Burnham, Salt Lake City 

Spontaneous Pneumothorax-Haemoptosis, Dr Joseph L 
Kovarik, Denver 

Postoperative Care, Dr Danely P Slaughter, Chicago 
Degenerative Diseases, i e, Bursitis, Tendonitis, etc, Dr 
Irvin E Hendryson, Denver 
Strokes, Dr Harold C Voris, Chicago 
Diagnosis of Accessible Cancer, Dr Slaughter 

Governor Grant Sawyer of Nevada will be the 
guest speaker at the luncheon Sept 8 Panel dis¬ 
cussions on topics to be presented )ry the guest 
speakers are planned for the afternoon of Sept 9, 
and that evening Dr Findlay E Russell will be 
guest speaker at the banquet, presenting “Non- 
human Venomous Animals I Have Known” Foi 
information, write Mr Nelson B Neff, P O Bov 
2790, Reno, Nev, Evecutive Secretary 
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Health Department The Division of Special Health 
Services has been established under a department 
reorganization 

Plan Teaching and Research Hospital -Site prepa¬ 
ration for the new State University of New York 
Teachmg and Research Hospital, Syracuse, will be 
completed this fall, according to Mr David Sin¬ 
clair, senior financial secretary of the College of 
Medicme Contracts have been awarded for clear¬ 
ance of existing structures and relocation of utilities 
on tlie block bordered by East Adams Street, Ren- 
wick Avenue, Monroe and Almond Streets The 
removal of buildmgs began Sept 1 and should be 
completed by Oct 1 The area mvolved has been 
purchased by the state over a period of years to 
facilitate the relocation of families When the new 
hospital IS completed it reportedly will be one of 
the largest smgle buildmgs m New York State out¬ 
side the metropolitan area It will be equipped to 
offer specialized care to the people of Upstate New 
York 


NEW HAMPSHIRE 

Committee to Evaluate Tuberculosis Needs —Gov¬ 
ernor Powell has named a special committee to 
evaluate the state's present tubeiculosis require¬ 
ments as to patient care and treatment, and facili¬ 
ties Heading this group is a former New Hamp¬ 
shire Medical Society president, and now state 
health department chairman. Dr Joseph N Fri- 
borg, of Manchester 

NEW YORK 

Survey of Radiation —A survey of natural oi back¬ 
ground radiation m 41 communities has been 
started in New York State and is being conducted 
by the State Health Department in cooperation 
with the Atomic Energy Commission The survey 
was stai-ted in Port Jervis It is estimated tliat the 
program will take two montlis to complete Two 
engmeeis from the State Health Department, and 
two from the Atomic Energy Commission are par¬ 
ticipating in the survey work Ionization chambers 
and scmtillation counters will be used to measure 
external penetrating radiation The primary pui- 
pose of the survey is to determine the levels of 
radioactivity in the environment in communities in 
New York State 

Personal—The appointment of Di I Jay Bnght- 
man, of Albany, as assistant commissioner foi 
chronic disease services of the State Health De¬ 
partment has been announced by Dr Herman E 
Hilleboe, state health commissionei, The Division 
of Chionic Disease Services has been established 
as a result of the New York State Health Depart¬ 
ment’s reorganization—Dr Edward R Schlesm- 
cer of Albany, has been appointed assistant com¬ 
missioner for special health services in the State 


Meeting of Industrial Medicme Group —Tlie New 
York State Society of Industrial Medicine, Jnc, will 
hold a )omt meeting of physicians, mdustrial hy¬ 
gienists, and nurses Sept 28 at the New York 
University Club, New York City The scientific 
program will be presented as a symposium, “Hu¬ 
man Factors and the Work Environment," to be 
introduced by Di Leon J Warshaw, New York 
City, and to mclude the following papers 

• The Impact of Isolation on Personnel, Benjamin B Wey- 
brew, Ph D , New London, Conn 

• Some Operational, Emotional and Legal Problems in tlie 
Application of Maximum Permissible Radiation Doses, 
Mr William Harris, U S Atomic Energy Commission 

• The Office Environment Fact and Fancy, Mr Robert K 
Gad Jr, director. Office Planning Division, Shaxv Walker 
Co 

For information, write Mr Frank M Dua, 30 
Rockefeller Plaza, New York 20, Executive Secre¬ 
tary 


BW York City 

r Corrigan Honored —Dr Francis P Corrigan, 
BW York City, was honored at a luncheon at the 
otel Delmonico on Monday, July 25 Dr Corrigan 
IS been active in the United States diplomatic 
rvice and is the president of the Latin Amencan 
oundation, xvlnch has been responsible for secur- 
g postgraduate medical trammg for Latm Amm- 
m doctors Guests at tbe luncheon mcluded Dr 
[arry D Evans Jr, Surgical Division, Amencan 
lyanamid. Danbury, Conn , and the Hon Eusefio 
lorales, ambassador with the Panamanian Mission 
) tbe United Nations 

[ew Gynecological Society-A new society, the 
few York Gynecological Society, has been forme 
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and was incorporated under the laws of the State 
of New York by a committee of Drs Carl T Javert, 
Joshua W Davies, and Alexander Brunschwig, di¬ 
rectors The purpose of the society is to promote 
research and to create a forum for the discussion 
of problems and advances in gynecology and ob¬ 
stetrics The membership is composed of specialists 
certified in gynecology and obstetrics and other 
specialists interested and active in these subjects 
There will be four scientific meetmgs a year, which 
are open to the medical profession The officers for 
the present year are Drs William T Kennedy, 
president. Morns A Goldberger, vice-president. 
Moms L Bobrow, secretary, and Joseph E Corr, 
treasurer Members of the council are the directors, 
officers of the society, and Drs Isabel Knowlton, 
Peter M Murray, Bernard J Pisani, and How'ard 
C Tavlorjr 

NORTH DAKOTA 

Meeting of Physicians m Jamestown —The Ameri¬ 
can College of Physicians will hold a regional meet¬ 
ing for North Dakota at the Westminster Hall, 
Student Union Building, Jamestown College, James- 
towm, on Sept 10 Dr John Fisher, president of 
Jamestown College, wdl open the meeting wnth 
welcoming remarks Tlie program includes the 
following papers 

Ad\xnccs in Chemotherapy, Dr Gordon B MaGiI! Fargo 
Idiopathic Cardiac Hypertrophy—Bcport of Eight Cases, Dr 
Micinel r Koszalka, Fargo 

Bicfcrcmn Due to Chromoliactenum Prodigiosin Dr Robert 
\l Fwcett, Devils Lake 

The Mamgement of Refractory Edtm i, Dr C P uil Winch 
til, Minneapolis 

Medicil Education—Hoist on Its Own Petard, Dr Tlieodore 
H Harwood, Grand Forks 

Therapeutic Trials wath Lenoleic Atid, Safflower Oil, ind 
On! Hepann in Diabetic Subjects with H)perlipemn 
Preliminary Reports of a Long Term Study, Dr Edgar A 
Haun^, Grand Forks 

I he Effects of the Level of Serum Potissium on the Electro¬ 
cardiogram, Dr Guy W Daugherty Rochester Minn 
Threes a Crowd—Changing Patterns of Practice, Dr 
Edward C Rosenow Jr, Philadelphia 

A clinical pathological conference will be con¬ 
ducted hv Dr Robert D Story, Fargo Speaker at 
the banquet will be Dr Edwxird C Rosenow Jr, 
cxecutne director of the college, presenting 
‘A C P—Whats In It for Me?’ For information, 
WTite Dr Lester E Wold, governor of the college 
for North Dakota, 807 Broadw'ay, Fargo, N D 

PENNSYLVANIA 

Facult) Promotions -The University of Pittsburgh 
has promoted three members of its School of Medi¬ 
cine faculty to the rank of full professor Julius S 
Yoimgner, Sc D, to professor of microbiolog)'^. Dr 
Frederick L Weniger, to professor of psychiatry', 
and Dr Bertram R Girdany% to professor of radi¬ 


ology Dr Youngner, on the School of Medicine 
faculty smee 1949, has been a full-tune member of 
the department of microbiology since 1956 Dr 
Weniger has been on the School of Medicine 
faculty since 1945 He also serves on the staff of 
Western Psychiatnc Institute Dr Girdany has been 
director of the department of radiology at the 
Children’s Hospital of Pittsburgh smee 1950 He 
has taught pediatncs and radiology at the Pitts¬ 
burgh School of Medicine since 1951 

WEST VIRGINIA 

Meefang of Heart Group —The annual meeting of 
the West Virginia Heart Association xvill be held 
at the Chancellor Hotel in Parkersburg Sept 16, 
w'lth the president, Dr Jesse J Jenkms Jr, of Fair¬ 
mont, presidmg The general subject for discussion 
will be ‘ Cardiac and Industry',” and the followmg is 
the list of speakers who w'lll appear on the program 
Drs A Carlton Emstene, president, American 
Heart Association, Cleveland, Herman K Heller- 
stem, Cleveland Clinic, David Colfand, assistant 
professor of cardiology. University of Pennsylvania 
School of Medicme, Philadelphia, Dr Eugene J 
Rvan, plant medical director, E I duPont 
deNemours & Co, Belle, Richard J Sex-ton, plant 
medical director, Union Carbide Chemicals Co, 
Institute, and Mr F Ray Power, director, State 
Vocational Rehabilitation Division, Charleston Dr 
Emstene will be the guest speaker at the dinner in 
the evenmg His subject will be “AHA and the 
Road Ahead” Information may be obtained bv 
wnting Mr Frederick S Kelley, Executive Director 
West Virgmia Heart Association, 1906 Washington 
St, E, Charleston 

State Conference on the Handicapped—The third 
West Virginia Conference on the Handicapped 
sponsored by the Nemours Foundation, uill be 
held at Marshall College, Huntington, Sept 28-29 
The theme mil be delivered by Stewart H Smith, 

Ph D, Marshall president, and introductory remarks 
will follow by Dr Alfred R Shands, of Wilmington, 
Del, medical director of the A I DuPont Institute 
of the Nemours Foundation Mr Lee Myerson, pro¬ 
gram director of somatopsychology', department of 
psychology. University of Houston, will deliver the 
keynote address, ‘The Nature of the Emotional 
and Psychological Aspects of the Handicapped ’ 
The Wednesday afternoon program will feature in 
address by Robert J Havighurst, Ph D, Chicago 
titled ‘The Emotional and Psychological Problems 
of the Handicapped as They Relate to the Educa¬ 
tional Needs’ Group meetmgs will follow Dr 
Havighurst’s address The annual banquet will be 
held on Wednesday evenmg, and the guest speaker ‘ 
w'lJI be Dr Stewart H Smith For information 
wnte the West Virginia State Medical Associ ition, 
Box 1031, Charleston 24, W Va 
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WISCONSIN 

Dr Kobert Roessler to Head Psychiatric Institute — 
Tile appointment of Dr Robert L Roessler, chair¬ 
man of the department of psychiatry, as directoi of 
the Wisconsin Psychiatric Institute was recently 
announced by the regents of the University of Wis¬ 
consin Tlie statutory cliarge to the Psychiatric In¬ 
stitute, which was established in 1915, is in part 
to mvestigate medical and social conditions 
nliicli directly oi indirectly lesiilt in state care and 
generally seek by research and investigation to pre¬ 
vent conditions u^hich lesult m state care” To im¬ 
plement this program, the new chairman plans to 
develop a nucleus of trained research personnel 
drawn from the field of psychiatiy, psychology, 
social psychology, and biochemistiy to woik to¬ 
gether in the planning and execution of research 
projects devoted to emotional and behavioral dis- 
oideis Dr Roessler letumed to the University of 
^Visconsin Medical School as assistant professoi of 
neuropsychiatry m 1950 He assumed the acting 
chairmanship of tlie department of psychiatry in 

1956 and was designated peimanent chairman in 

1957 

GENERAL 

Grants Available for Tubeiculosis Research —Appli¬ 
cations for grants for medical and social reseaich m 
tuberculosis and other respiratory diseases are be¬ 
ing accepted by the National Tuberculosis Associa¬ 
tion, tlirough its medical section, the American 
Tlioracic Society (foimerly the American Trudeau 
Society) Decembei 15 is the deadline foi submis¬ 
sion of applications for the giant year July 1, 1961, 
through June 30,1962 Foi information and applica¬ 
tion forms, xviite the Division of Research & 
Statistics, American Tboiacic Society, 1790 Broad¬ 
way, New York 19 

Pediatric Researchers Plan Organizational Meeting 
—The organizational and scientific meeting of the 
Southern Society for Pediatric Researcli will be 
held on Oct 29-30 at Vanderbilt Univeisity School 
of Medicine, Nashville, Tenn The aims of the new 
organization will be to promote basic and clinical 
research oriented toward the field of pediatrics in 
the southern legion and to serve as a forum for 
those inteiested in pediatric education The meeting 
will be open Full- and part-time members of pedia¬ 
tric departments, practitioners, and residents are 
invited The membership will probably be elective 
The deadline for submission of abstracts is Oct 1 
Correspondence should be diiected to Dr Mildred 
T Stahlman, Department of Pediatrics, Vanderbilt 
University School of Medicme, Nashville, Tenn 

Anesthesiologists Meeting in New York City -- 
The American Society of Anesdiesiologists will hold 
their annual meeting Oct 2-7 at the Statler Hilton 
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Hotel, New York City, under the presidency of Dr 
Leo V Hand Panel discussions, Oct 3-4, are 
planned on the following subjects 

• Education in Anesthesiology 

• Halogenated Hydrocarbons 

• Reflex Activity in the Patient During Anesthesia 

• Effects of Anesthesia on the Function of the Brim 

• Assistors and Assisted Respiration 

Over 50 papers are scheduled to be presented at the 
scientific sessions The society’s lltli annual re¬ 
fresher-course piogram xwll be conducted Oct 2-3 
A schedule of motion pictures and scientific and 
technical exhibits are planned For information, 
write Mr John W Andes, 515 Busse Higliway, Park 
Ridge, III, Executive Secretaiy 


Meeting Uses Interbngua-All programs and ad¬ 
vance abstracts of symposium lectures, round-table 
discussions, and papers at the first International 
Congress of Endocrinology, held in Copenhagen, 
were written in the international language, Inter- 
lingua The abstracts totaled about 300,000 words 
Interlmgua utilizes the majoi European languages 
in such a manner that a person xvidi only basic 
knowledge of them can lead it without difficulty 
This was the eightli international congiess in die 
field of medicme that, smce 1954, has used Intei- 
hngua to make unnecessary the issuance of sum¬ 
maries m a multiplicity of national languages Sub¬ 
jects of the other congresses weie dermatology, 
veneieal diseases, rheumatic diseases, cardiology, 
blood transfusion and blood hanks, hematology, 
and pediatnc researcli Twenty-three medical 
journals, including The Jouknal are regularly 
publishing abstiacts of their original papers m 
Interlmgua 


New International Medical Publication —Dr lonel 
F Rapaport, of the University of Wisconsin’s Psy¬ 
chiatric Institute, has been named editor of the 
American edition of a new mtemational medical 
publication, "Medicma Universalis” The publica¬ 
tion IS named for the recently founded organization 
by the same name, xvhich is active in 31 coimtries 
President of the admmistrative council of the new 


ledical group is Dr A Chevalier, Pans, France, 
diere the headquarters aie located The gioup has 
ponsorship committees m all of the countries in 
diich it operates consisting of physicians, pliarm- 
cists, and biologists Dr Rapaport is organizu^ a 
ponsorship committee in the United States Die 
ubhcation xvill issue monthly and be published in 
'rench, German, Italian, Spanish, Russian, and 
mghsh It will carry signed articles, round-table 
iiscussions, and news of medical and pharmaceuti- 
al fields Also included xvill be news of mtema- 
lonal meetings, book reviews, and travel notes The 
mrpose of this new medical publication is to 
ichieve greater mtemational cooperation m the 
nedical field. Dr Rapaport said 
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Clinical Meeting for Flying Physicians —The tlnrd 
annual clinical meeting of the Flying Physicians 
Association will be held Sept 7-9 at the Western 
Hills Lodge, Sequovah State Park, Wagoner, Okla 
The program includes the following papers 

Key Mcdicil Problems m Cxvol A\ntion, Dr Hillnrd D 
Estes, Oklahoma City 

Aviation Patliology and Findings from Inveshgation of Air 
Crew Deaths, Capt Murray W Ballenger, M C U S N , 
Memphis, Tenn 

Cardiac Studies and Es iluation for Pilots, Dr J ames H 
Button Washmgton, D C 

The Bureau of Aviation Medicine, Dr J imes L Goddard 
M'ashington, D C 

Cnal Defense and the Amencan Medical Association Mr 
Frank Burton, Chicago 

Pennsyhamas Medical Progrim for Disaster, Dr Dean 
Sehamber, Pbiladelphia 

The meeting will conclude with the annual busi¬ 
ness meeting the morning of Sept 9 President of 
the association is Dr Charles M Starr, 10659 
Riverside Di, North Hollywood, Calif For infor¬ 
mation, write Dr Starr 

Awards Available for Blindness Research —The Na¬ 
tional Council to Combat Blindness, Inc, The 
Fight for Sight’ group, announced that the closmg 
date for receipt of completed applications foi full¬ 
time research fellowships, grants-in-aid, and summer 
student fellowships for the 1961-1962 period has 
been designated as Maich 1, 1961 In general, noti¬ 
fication to applicants for full-time research fellow¬ 
ships, and grants-m-aid wiU take place in July, with 
Aug 1 as the commencement date for the project 
Under special circumstances, where earlier notifica¬ 
tion IS essential, the Scientific Advisory Committee 
may consider applications in advance of the 
scheduled date Applicants foi student fellowships 
will be notified in May of the action taken by the 
Scientific Advisory Committee m order that ar¬ 
rangements may be made with their respective m- 
stitutions to commence woik m early summer 
Appropnate forms may be obtained from the 
Secretary, National Council to Combat Blindness, 
Inc, 41 k\^est 57th St, New York 19 

Meeting in Ophthalmology and Otolaryngology — 
The Section of Ophthalmology and Otolaryngology 
of the Southern Medical Association will hold its 
annual meeting in St Louis Oct 31-Nov 2 The pro¬ 
gram will open Oct 31 with a live color television 
program. Preventive and Curative Treatment of 
Retinal Detachment,’ with Dr Paul A Cibis, asso¬ 
ciate professoi of clinical ophthalmology', and Dr 
Bernard Becker, chairman of tlie department of 
ophthalmology, Washington University School of 
Medicme, St Louis, and staff On Nov 1, Dr 
George M Haik, of New Orleans, will present the 
chairmans address. Subluxated and Dislocated 
Lenses ’ More than 20 papers are scheduled to be 
presented at the three-dav meetmg A Contact 


Lens Symposium Nov 1 cmd a round-table discus¬ 
sion Nov 2 are scheduled The meeting will close 
with a busmess session Wednesday, Nov 2 For in¬ 
formation, write the Secretary, Dr Albert C 
Esposito, Suite 1212, First Huntington National 
Bank Building, Huntington 1, W Va 


Prevalence of Poliomyelitis — Accoidmg to the Na- 
' ion il Office of Vital Statistics, the following num¬ 
ber of reported cases of poliomyelitis occurred m 
the United States, its territories and possessions m 
the weeks ended as indicated 


Area 

Hew EnQiand States 
Miifuc 

Non H U!ip hire 
\ciinoDt 
M i«««chn 
Rhode UHnd 
(. oiincLtknt 

Middle AtlantU States 
sew \ork 
\cw ler ej 
Penn'^yh unlu 

East North Central States 
Ohio 
Indlutit 
Illinois 
Michigan 
W iscoa«In 

\/est North Central States 
Mlnuc'*ota 
Iowa 
Mk<om 
North Dakota 
south Dakota 
Nebraska 
K insa<? 

South Atlantic States 
Pcluwnrc 
Maryluucl 

Distilct of Columbia 

\ utlnfn 

Ue-'t Virginia 

North Carohnu 

South Carolina 

ocorgla 

Florida 

East South Central States 
Kentucky 
rcnnesscc 
tlaboina 
MI 

West South Central States 
Arkansas 
J ouNInna 
Oklahoma 
lexas 

Mountain States 
Montana 
idahe 
UyomJng 
(. olorado 
New Mexico 
Arizona 
Utah 
\e\ ada 

Pacific States 
\\ Hhhlnjjton 
Oregon 
lahfomia 
Alaska 
Hnwnli 

lerritorte and Po«e iou‘i 
Puerto Rico 

Total 
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r --—^ Aug 8 
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Type Cases Total 
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]U 
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4 7 
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1 

1 1 Jb 

1 3 

> 

10 

1 1 11 


1 1 1 

1 1 ] ) 
C 0 23 

7 n I 

li 

11 

1 id 

10 
fc 

1 17 

1 i ) 

1 10 

J. 8 41 


2 

3 


14 10 17 

1 

12 12 

79 122 in 


Psychiatric Convention in Little Rock —The Mid- 
Continent Psychiatric Association will hold its an¬ 
nual convention at the Sam Peck Motel, Little 
Rock, Ark, Sept 16-18 Dr Robert H Felix, 
Bethesda, Md , director of the National Institute of 
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Mental Healtli and president of the American 
Psychiatric Association, will open the scientific 
meebng with a paper titled, “Recent Research De- 
velopmGiits Otlier speakers include the following 
Di William A H Gantt, Baltimoie, Dr John E 
Peteis, Little Rock, Sam D Clements, Ph D, and 
Di Zehg M Josephs, North Little Rock, Ark , Dr 
Harold Rosen, Baltimore, J Don Corley, ThD, 
James B Allison, Ph D , New Brunswick, N J, Di’ 
Robert H Baines, Kansas City, Mo, Dr Louis L 
Tunen, St Louis, Dr Ronald K G Filippi, and 
Dr Charles W Burklund, Little Rock The meeting 
will be presided over by Dr Louis A Cohen, of 
Little Rock, piesident of the group The social 
program includes a golf tournament, touis, and 
swimmmg For information, wiite Di W Payton 
Kolb, 602 Medical Arts Bldg, Little Rock, Aik, 
Seci etary-Ti easurer 

Advisors Named for Postgraduate Medical Tele¬ 
vision —Dr Peter H Forsham of San Francisco, Di 
Wendell G Scott, of St Louis, and Di Robeit M 
Zollinger, of Columbus, Ohio, have been named 
members of the Advisory Committee for Giand 
Rounds, it was announced by Dr George W Dana, 
Dallas, chairman of the committee Grand Rounds 
is a senes of national postgraduate medical tele¬ 
casts seen on a private (closed-circuit) television 
network m cities across the nation by physicians and 
medical students The programs aie conducted 
under the auspices of university medical centeis and 
aie sponsoiecl by the Upjohn Company, pharma¬ 
ceutical manufactuiei of Kalamazoo, Mich The 
telecasts, now m their fifth year, piovide an oppoi- 
tiimty foi continuing training on the postgraduate 
level, as well as lefresher woik, for piachcing physi¬ 
cians in the United States Each 90-nimute program 
oiiginating fioni a medical center provides a forum 
for discussion of case problems at the bedside, 
analysis of new operative procedures and laboratory 
techniques, and interchange of ideas among profes¬ 
sors of medicine and surgery from this country and 
abioad Each piogram is guided and formulated by 
the Advisory Committee foi Grand Rounds Di 
Foisham is piofessor of medicme and pediabics at 
the University of Califoima Medical Centei Di 
Scott IS piofessoi of clinical radiology at the Wash¬ 
ington University School of Medicine 

FOREIGN 

Cardiology Congiess in Rome —The thud Euio- 
pean Congress of Caidiology will be held in Rome, 
Sept 18-24 The official languages will be French, 
English, Italian, and German Topics on the sym¬ 
posiums and round-table discussions are planned 
as follows 

• Artentis 

• Cardio-respiratory failure 

• Electrocardiography 


• Endocardibs 

• Ebopatliogenesis of congenital heart disease 

• Extracorporeal circulation 

• Myocardibs 

• Patliology of coronary circulabon 

• Radio-isotopes and dye dilubon curves 

• Social cardiology 

• Ulbastrucbire and cytochemistry of myocardial bssue 

• Vectorcardiography 

Scientific exhibits and film presentations are 
planned The program includes official ceremonies 
as well as a banquet for all active and associate 
membeis For information, xvrite the Secretary 
General, Clinica Medica, Pohclinico Umberto 1, 
Rome, Italy 

CORRECTION 

Legislation on Color Additives in Foods —Under 
Washington News, page 22, of tlie July 30 issue of 
The Journal, m an item undei Miscellany, tlie 
third line should read “tolerances for color addi¬ 
tives used in foods ” 

Di Robert L Brown Appomted Acting Dean —In 
the July 23 issue of The Journal, page 1364, an 
item appeared annoimcing tlie appomtment of Dr 
Robert L Brown as dean of the University of 
Buffalo School of Medicine Di Bi own’s appoint¬ 
ment is as acting dean at the school 


EXAMINATIONS 

AND 

LICENSURE 


EDUCATIONAL COUNCIL FOR FOREIGN MEDICAL 
GRADUATES, INC 

Educational Council for Foreign Medical Graduates Sta- 
bons around the world Sept 21, 1960 Exec Director, 
Dr Dean F Smiley, 1710 Omngton Ave, Evanston, JU 


NATIONAL BOARD OF MEDICAL EXAMINERS 
National Board of Medical Exammers Part I, Vanous Gibes, 
Sept 7-8 Part II Apphcations must be received at least 
SIX weeks before tlie date of the exammation Exec Sec, 
Dr John P Hubbard, 133 Soutli 36th St, Philadelphia 


BOARDS OF MEDICAL EXAMINERS 

Alabama. Exammation Montgomery, June 20-21 Reciproc¬ 
ity Continuously Sec, Dr D G Gill, State Office Bldg, 
Montgomery 4 

Arizona " Examination Phoenix, Oct 12-14 Reciprocity 
Phoenix, Oct 15 Exec Sec, Mr Robert Carpenter, 2727 

North Cenbal Avenue, Phoenix , r, i xt 

Arkansas “ Examination and Reciprocity Little Rock, Nov 
10-11 Sec, Dr Joe Verser, Harrisburg 
Alaska “ On application m Anchorage or Fairbanks Sec, 
Dr W M Whitehead. 172 South Franklin St . Juneau 
Californlv Written Sacramento, Oct 17-20 Oral flud 
Clmxcal Los Angeles. Nov 20 Oral M Reciprocity Appln 
cants Los Angeles, Nov 19 Sec,Dr Louis E Jones,Room 

536, 1020 N Street Sacramento rir R Levin 

Canal Zone On Application Acting Sec , Dr B K Levi , 

Health Bureau, Balboa Heights 
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Coi-ORADO “ Eiammafioii Denver, Dec 13-14 Exec Sec, 
Miss Mary M McConnell, 715 Republic Bldg, Denver 2 
Disthict of Columbia ® Examination Washington, Dec 
12-13 Reciprocitij and Endorsement Continuouslj Dep¬ 
uty Director, Department of Occupations and Professions 
Mr Paul Foley, 1740 Massichusetts Ave N W, Wash¬ 
ington 6 

Flohida ° Examination Miami Beach, Nov 20-22 No 
Reciprocity Sec, Dr Homer L Pearson, 901 N W 17th 
St, Miami 36 

Guam Subject to Call Sec, Dr F L Conklin, Agana 
Hawau Examination Honolulu, Jan 9 10 Reciprocity 
Continuous!) Sec , Dr Harry L, Arnold Jr, 1000 Ward 
Ave, Honolulu 

Indiana Examination Indianapolis, June 20-22 Endorse- 
iiicnt Indianapolis, fourtli Wednesday each month Exec 
Sec, Miss Ruth kirk, 538 K of P Bldg, Indianapolis 
kANSAs ° Exommatioii Kansas City, Jan 19-20 Reciprocifi/ 
kansas City Jan 21 Sec, Dr F J N ish, New Brother¬ 
hood Bldg, kansas City 

Kentuckx Examination Louisville, Dec 12-13 Reciprocity 
Continuous!) Sec, Dr Russell E Teague, 620 South 
Third St, Loiussille 2 

Main’S Examination and Reciprocity Bninswack, Nov 1-3 
Sec , Dr D miel F Hanley, Box 637, Bninsw ick 
Mabxland Examination Baltimore, June 13-16 (Tentative) 
Sec, Dr Frink K Moms, 1211 Cathedral St, Baltimore 1 
Michigan “ Exaniination Lansing Oct 24-26 Reciprocity 
Continuously Exec Sec, Dr E C Swanson 118 Stevens 
T M ison Bldg, IVest Miclugan Ave Lansing 8 
Minnesota ° Examination Minneapolis, Oct 18-20 Reci¬ 
procity November Sec, Dr J P Medelman, 230 Lowry 
Medical Arts Bldg, St Paul 2 

. Montana Examination and Reciprocity Helena Oct 4 
Sec, Dr Thomas L Hawkins 555 Fuller Ave Helena 
Nebraska ° Examinatton Omaha, June Director, Bureau of 
Examming Boards, Mr R K IGrkman, Room 1009, Stale 
Capitol Bldg , Lmcoln 9 

Nevada Exaniination and Reciprocity Reno, Sept 7 and 
Dec 7 Sec, Dr G H Ross, 112 North Curry St, Carson 
City 

New Hampshire Examination and Reciprocity Concord 
Sept 14-17 Sec, Dr Edward W Colby, 61 Soutli Spring 
St, Concord 

New Jehsex Examination Trenton, Oct 18-21 Reciproc¬ 
ity Continuously Sec, Dr Royal A Schaaf, 28 West 
State St, Trenton 

New Mexico ” Examination and Reciprocity Santa Fe 
Nov 21-22 Sec, Dr R C Derbyshire, 227 East Pilice 
Ave, Santa Fe 

Ohio Examination Columbus, Dec 12-14 Endorsement 
Columbus, Oct 4 Sec , Dr H M Platter, 21 W Broail 
St, Columbus 15 

Oklahoma ° Endorsement Oklahoma City Sept 25 Exec 
Sec, Mrs E L Haidek, 580 Home State Life Bldg 
Oklahoma City 

Oregon ' Examination Portland, Oct 6-8 Reupioetty 
Quarterly Exec Sec, Mr How ard I Bobbitt 609 Failim* 
Bldg, Portl md 

Puerto Rico Examination San Juan, Sept 6 10 Sec, Dr 
Hermimo Mendez Herrera Box 9156, Santurce 
Rhode Island ° Examination Providence Oct 6-7 Ad¬ 
ministrator, Division of Professional Regulation, Mr 
Thomas B Casey, 366 State Office Bldg, Providence 
South Carolina Examination and Reciprocity Columbia, 
Dec 13-14 Sec, Dr Harold E Jervey, Jr, 1329 Blandmg 
St, Columbia, Soutli Carolina 
South Dakota “ Reciprocity Contmuously Exec Sec 
Mr John C Foster, 300 First National Bank Bldg , Sionx 
Falls 

"Funnessee Exaiiiination Memphis Sept 27-28 Reciproci¬ 
ty Continuously Sec, Dr Alfred H Mason 1635 Ex¬ 
change Bldg, Memphis 3 


Texas ” Examination Fort Worth, Dec 1-3 Reciprocity 
Fort Worth, Dec 1-3 Sec , Dr M H Cribb, 1714 Medical 
Arts Bldg, Fort Worth 

Virginia Exammnfion and Reciprocity Richmond, Nox 29- 
Dec 2 Sec, Dr R M Cox, Portsmoutli 
V'^raciN IsLAN'DS Exaiiiination Charlotte Amahe, Nov 9-10 
Sec, Dr Benjamin A Nath, Charlotte Amahe, St Thomas 
Washington ° Reciprocity Continuousl) Admmistritor, Mr 
Thomas A Carter, C ipitol Bldg, Obanpia 
West Vuicinla Examination Charleston, Jan 1961 Reci¬ 
procity Charleston, Oct 3 Sec Dr Nevvmin H D)cr, 
State Office Bldg , No 3, Charleston 5 
WxoMiNG Written Cheyenne, Oct 3 Oral for Reciprocity 
Applicants Cheyenne, Oct 3 Sec , Dr James W Samp¬ 
son, State Office Bldg, Cheyenne 

BOARDS OF ENAMINERS IN THE BASIC SCIENCES 
Alaska Examination Jimeau, First Week of November 
(One Day) Reciprocity Continuousl) Sec, Dr R Har- 
nson Leer, Box 204, Alaska Office Bldg, Juneau 
Arizona Exaniination Tucson, Sept 20 Reciprocity Tuc¬ 
son, Sept 30 Sec Mr Millard G Seeley, Universit) of 
Anzoni, Tucson 

AiuvAnsas Exointnatioii Little Rock, Oct 20 21 Rtcijiroc- 
ity Continuously Sec , Dr A W Ford, Educ ition Bldg, 
Little Rock 

Colorado Exaiiiination and Recipiocity Denver, Sept 7 8 
and Dec 7-8 Sec, Dr Esther B Starks, 1459 Ogden St, 
Denver 18 

Connecticut Examination New Hiven, Oct 8 Reciproc¬ 
ity Continuousl) Exec Asst, Mrs Regina G Brown, 258 
Bradley St, New Haven 10 

Distiuct of Columbia Examination Wishington, Nov 
21-22 Deputy Director, Department of Occupations and 
Professions, hlr Paul Foley, 1740 Massachusetts Ave 
N W , Washmgtoii 6 

Floiuda Examination Mnmi Nov 5 No Reciprocity Sec, 
Mr M W Emmel, Box 340, University of Florida, 
Gainesville 

Kansas Examination Pittsburg, Nov 4-5 Reciprocity Con¬ 
tinuously Sec, Dr Leon C Heckert, Kans as St ite Col¬ 
lege, Pittsburg 

Michigan Exaniination Ami Arbor and Detroit, Oct 14-15 
Sec, Mrs Anne Baker, 116 Stevens 1 M isoii Bldg, 
Lansmg 

Minnesota Exaniination Minneipolis Oct 4-5 See, Dr 
Raymond N Bieter, 105 Millard Hall, University of 
Minnesoti, Minneapohs 14 

Neuraska Examination Omalii, June Director, Buic ui of 
Eximimng Boards, Mr H k Kirkmni, Room 1009, Stitc 
Capitol Bldg , Lmcoln 9 

Nev ADA Examination Reno, Sept 6 Reciprocity Continu- 
ousl) Sec, Dr Kennetli C kenip, Univ ersity of Nev id i, 
Reno 

New Mexico Exaniination S mta Fe, Oct 16 Reciprocity 
Santa Fe, Sept 24 Sec, Mrs Marguente Cantrell, Box 
1522, Santa Fe 

Oklaiiovlv Examination Oklahoma Cit) Sept 23-24 Exec 
Sec Mrs L Haidek, Branilf Bldg , Oklahoma City 
Oregon Examination Portland, Sept 10 Reciprocity Con 
tuiuousl) Sec, Dr Earl M Pallett, Box 5175 Eugene 
South Dakota Examination Vermillion, Dec 2-3 Rcci 
procily Contmuousl) Sec , Dr Gregg M Evans, Custer 
Tenn-essee Examination Memphis, Sept 28-29 Reciprocity 
ConUnuously Sec, Dr O W H)mm, 62 South Dunlap 
St, Memphis 3 

Texas Examination Austm, Oct 17-18 Reciprocity Con¬ 
tmuously Sec, Dr Cornelia M Smitli, 201 East 14th St, 
Austm 

Wisconsin Examination Madison, Sept 9 Milwaukee, Dec 
10 Sec , Dr W H Barber, 621 Ransom St, Ripon 

*Basic Science Certificate required 
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AMERICAN MEDICAL ASSOCIATION Dr F J L Blasmgame, 535 
North Dcothom St, Chicago 10, Executive Vice-President 
19G0 Clinical Meeting, Washington, DC, Nov, 28-Dcc 1 
1901 Annual Meeting, New lorh City, June 26-30 

1961 Clinical Meeting, Denver, Nov 27-30 

1962 Annual Meeting, Chicago, June 11-15 

1962 Clinical Meeting, Los Angeles, Nov 26-29 

1963 Annual Meeting, Atlantic City 

AMERICAN 

1960 


September 

AMEiucArJ Academv or Pewatiucs, and Amcmcan Academv or Gen- 
EBAI. Practice, Louisiana CitAPTEn, Roosevelt Hotel, New Orleans, 
Sept 23 Dr Herbert B Rothschild, 1520 Louisiana Ave, New Orleans 
15, Chniiman of Publicity Committee 
American Association ron Automotive Medicine, Dearborn Inn, Dear¬ 
born, Midi, Sept 19-20 For information write Dr H A Fenner Jr, 
115 W Sanger St, Hobbs, N M , , , . , 

American Roentgen Rav Society, Ambassador Hotel, Atlantic Oifj 
Sept 27-30 Mr Hugh Jones, 20 N Wacker Dr, Chicago 6 , Director, 
Public Relations 

American Societx of Ceinicae Patuoeocists Palmer House, Chicago, 
Sept 24-Oct 2 Mr Claude E Wells, 443 Lake Shore Drive Chicago 
11 Executive Secretary 

COLEECB or Americvn Pvthoeogists Palmer House, Ctacago. Sept -.4- 
27 Dr Arthur H Bearing, 2115 Prudential Plaza Chicago. Executne 

Colorado State Medical Society, Stanley Hotel, &tes Park, Sopt 14- 
17 Mr Harvey T Setliman, 835 Republic Bldg, Denver 2 Executive 

DeSrinE Medical Society or, Rehobotli, Del, Sept Mr Lawrence 
C Morns Jr, 1925 Lovenng Ave, Wilmington 6 , Del, Executive 

FLYiro'^iYSiciANS ASSOCIATION, third clinical meeting 

Lodge, Wagoner, Okla Se^ 6-9 For 3*075 ^Tuha ^OWa" 

cians Association National Headquarters. P 0 Box 3-75. Tulsa ^OWa 
TvTi.n*SociET\ Ci'TOLOGi COUNCIL, P'\ln\er House, Chicago, Sept -3 -5 
^'^Dr PaufA lounge. UOl Beacon St Brookline 46, Mass Seemt^ 
Vr\TVCKi Stitc Medical Association, Louisville, Sept -0-— air 
J P Sanford 1169 Eastern Pnrkwaj, Louisville 17, Kj , Executive 

Cathedral St, BalUmore 1, q.-. 03 Dr D 

,5-17 

'‘D'"^Vdhmn°E''HaIn\*°u7N'’seco^S^ 

National Hecrba^ov Con ORE f.ahtlr St New York 11, Secretar> 

Secretary ——rc-crit octsts Bretton Woods N H 

New Englantj Socimy or p q Box 81, Kemuorc Stahon 

Sept 18-19 Dr Tliomas K Bumnp, y u nox . 

P O , Boston 15 Portland Sent 7-9 Roscoe K 

Oregon State Medical Bocietv, > Executive Secretarj 

Miller 2164 S W E ® " s Hotel, Victoria British 

Pacific J R>ngrose. 2636 Telegraph 

Hotel. Atlantic Cits. 

Sept G LSwf413 Union St, S E , Minneapolis 

FdTo'n’ 1^'l^ledT P oTol' 9^^5. Norths.de Station, Jackson. Mi. . 

Secretar,-Treasurer x Rend House, Chattanooga, Temi 

“S'A “S:'>09 M,d,c,i A.» m,. am.- 
TSSvfS.”. A«.„.d, 

«;hrc\cnort Lt , Sept J 

Shreveport, La » Secrctary-Treasuror Tltali Motor Lodge, SoU LaVi. 

“11% “o.r» 

''^Si W Neil), 1309 Seven* Ave. Seattle LEV^^ ^ S , 

Wyoming State ^ p O Ron 2036 . Cliejenne Wyo , Executive 

7-10 Mr Arthur R AuDey, r vi 

Sccretnr> October 

Ao»»r«, or “ 

iF^EyccuIiv e Secret it> 


American Acadeviy or Opiitiialmolocy & OTOLARyNcoLOCY, Palmer 
House, Chicago, Oct 9-14 Dr William L Benedict, 15 Second St, 

S W Rochester, Mum Executive Secrelao 
Ameihcajv Academy of Pediatrics Palmer House, Chicago, Oct 17-20 
Dr E H Chnstopbeison 1801 Hinman Ave , Evanston, 111, Executne 
Director 

American Association of Medical Clintcs New Orleans, Oct 6-8 Dr 
Joseph B Davis, 134 N Washington St, Manon, Ind, Secrelai> 
Ameihcan Association of Medical Record Librarians Oljanpia Hotel 
Seattle, Oct 10-13 Miss Dons Gleason, 840 N Lake Shore Dr , Chicago 
11 Executive Director 

American Association op Poison Control Centers, Palmer House, 
Chicago, Oct 18 Dr Harry C Shitkey, 712 S 30th St, Birmingham 
Ala , Chairman, Program Committee 

American Associition for the Sorcery of Triuma Coronado Hotel 
Coronado, Calif , Oct 5-7 Dr William T Fitts Jr, 3400 Spruce St 
Philadelphia 4, Secretary 

American College of CiiiniOLOci, Kiel Auditonam, St Louis, Oct 21- 
23 Dr Philip Reichert, Empire State Bldg New lorlc 1, Executne 
Director 

American Collf.cb op GasthoeaterOlogi, BeUevue-Stratford Hole! 
Philadelphia, Oct 23-36 Mr Daniel Wciss, 33 W Both St New lork 
23, Executive Director 

American College or Surgeovs, Clinical Congress, San Trancisco, 
Oct 10-14 For information write Dr William E Adams, 40 E Ent 
St, Chicago 11 

American Fracture Association, El Presidentia Hole), Merico D F, 
Mexico Oct 30-Nov 4 Dr H W IVellmerhng, 610 Gnesheim Bldg, 
Bloomington, HI , Executive Secrefaiy 

Americvn Heart Association Inc Jefferson Hotel St Loms, Oct 31- 
25 Mr Rome A Betts 44 E 23rd St New York 10 Executive Director 
American Otoriunologic Society for Plastic Surgery, Inc , Conrad 
Hilton, Chicago, Oct 9 Dr Joseph G Gilbert, 75 Barberry Lane. Roslyn 
Heights. L I, New York Secretarj 

Americvn Public Health Association, San Francisro Oct 30-Nov 4 
Dr Bervvvn F Mattison, 1790 Broadway, New York 19, Executne 

AYinnicvN RinNOLOGic Society Belmont Hotel, Oiicagm Oct 8 Dr 
Robert M Hansen 1735 N Wheeler Ave Fmtland 17 Ore, SeCTetarj 
American School Health Association San Oct 30-Noi 4 

Dr A O DelVeese, 515 E Mam St, Kent, Ohio, Executive Sccretno 
Amfuican Society of Anesthesiologists Inc, Statler-IRlton, New 
York Cit> Oct 2-7 Mr John W Andes, 515 Busse Hwy , Park Ridge, 

111 Executive Secietary ^ „ <-i-f la Hr 

American Society of Facial Plastic Surgery, Chicago, Oct 13, Dr 
SaZa M BW. 123 E 83d St, New York 28, Secretao 

JerT-? m srR^?^"d^rnr50B^E"s 

Dewey Ay e. Omaha 5 . Receding Seemtao MnjBowe 

AssocixnoN OF Military Surgeons o rtE George M Beam 

"'-tEt^’oFFmERS JackTa 

Frnn-te” o" 2 ^" A C Offutt. 1330 W M.chiga 
St. Indianapolis 7, Masonic Memorial Ttmph 

^TnTrane^crOc: Tff-IS'Mr Wilbam M' Bogers, 461 Market St 
San Fraociico 5 Executive Secretar) Gynecologists, Rnnsa 

“?T’h.*‘sr?rDr 

BWe , HoIisIM 25. ^ ,5 

TSiTfSS, mTs E''c„.d »».d. 

Tieisurcr runrlntte N C , Hotel Charlotte Oct 

CONFRESv os Industrial HealTO, Charlott^^^^^^^_.^^^, Health, American 

in For uiformtitiQn write Lo f'liic'ico 30 

Medical Association 535 N Hotel French Lick, Ind 

iTwaScL mi ansnr Bldg . Indianapolis 

4 %ecutive Secretary Axieiuca, Inc , Mellon Inshtute 

IydustRial HyGievf %hmT446o Fifth Ave . PUUburgb 

pjltsbiirgn. Ocl io—* ** 

iq Xtnnaemg Director of Nonni Ameiuca» 

interstate Oct 31 -Nov 3 Mr Roy T Ragatz, 

Box Uot'Madison 1, Wis . Execntwe Uiwctm Kansxi 

sr3!5r wdi-r^^^ 

r L“334?"o;be:ir. fiKl^grau 
rIrScsTlatSk Tse |v\"^erBlatEaXnge N J 

v/r-L^AFETY congress « ^ Fcmey. 4 -a I 

Michigan Ave , ^euret^^^,, 
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Tetanus Prophylaxis 

Robert 1\I Filler, M D , and JFalter Ellerbeck, M D , Boston 


T hough clinical tetanus is raie, its mortality, 
when it does occui, makes prophylaxis an im¬ 
portant area of surgical judgment Until recently, it 
has not been necessan^ for the physician m an acci¬ 
dent room to give much thought to the problem 
because of the time-honored dictum that all pa¬ 
tients with wounds must be appropnately protected 
witli either tetanus antitoxin or tetanus toxoid at 
the time die wound is cared for In recent years, 
this policy has required revision This paper is an 
effort to summarize this levision as well as to out- 
Ime a satisfactory and defensible plan of prophy¬ 
laxis based on die materials that are presenth' 
available 

Tetanus Toxoid 

Tetanus toxoid is formalin-treated toxin supplied 
as a fluid or as an alum-precipitated preparation 
The usual pattern of immune response to tetanus 
toxoid IS clearly depicted in graphic form (see 
figure) Active immunization can be achieved with 
either material The fluid toxoid requires three in¬ 
jections, of 0 5 ml each, at four-to-six-week intei- 
vals The alum precipitated form requires only two 
Adequate immunization is attained about four to 
SIX weeks after the last mjecbon, but a reinforcing 
injection at one year is advisable in order to main- 
tam prolonged high serum antitoxin levels' Re¬ 
cently Hampton and Hard" descnbed a more rapid 
method whereby 0 5 ml of the alum-precipitated 
toxoid IS mjected mtradermally on the first, fourth, 
and sevendi days Protection may be present as 


Tetanus toxoid, tetanus antitoxin, and anti¬ 
biotics have been compared in a review of 
the literature with regard to their value as 
prophylactic agents Studies with antibiotics 
suggest that penicillin, tetracyclines, and 
chloramphenicol are effective against vege 
tative Clostridium tetani On the basis of these 
considerations, a program for tetanus pro 
phylaxis has been formulated The immunized 
patient receives 0 5 ml of tetanus toxoid at 
the time of injury An antibiotic is added for 
massive wounds seen after 48 hours The non- 
immunized patient receives only local care 
for trivial wounds, and antibiotics (preferably 
1,200,000 units of benzathine penicillin G 
intramuscularly) are added if the wound is 
more extensive Tetanus antitoxin f5,000 to 
10,000 units) IS reserved for massive or ex 
tensive wounds seen late in the nonimmunized 
patient Active immunization with toxoid is 
started in all nonimmunized patients 


earix' as the 14th day and is uniformly present bv 
the 27th day 

When a patient has been previously immunized, 
ex’en if he has not received the one-year reinforcing 
injection, 0 5 ml of the fluid toxoid xvill produce 
therapeutic antatoxun levels m four to seven days ^ 
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TETANUS-FILLER 

This boostei should be given at tlie time of injury 
or every five years * The fluid rather than the alum- 
precipitated form should be used because it pro¬ 
duces an earlier rise in the serum antitoxin level 
The efficacy of tetanus tovoid as a prophylactic 
agent is evident from the Woild War II experience 
of the United States Army Twelve cases of tetanus 
occurred in a series of 2,734,819 hospital admissions 
for wounds and injuries Six weie in patients who 
had never been properly immunized, and hvo in 
patients ivho did not receive booster doses at the 
time of injmy' 

Tetanus Antitoxin 

Tetanus antitoxin is prepaied fiom tlie seium of 
immunized horses, although a bovine form is also 
available Given intramusculaily, a dose of 1,500 
units has been thought to piovide effective serum 
levels within 24 hours and is piobably protective 
for two to three weeks ^ Some authors ““ recom¬ 
mend that 3,000 to 10,000 units be given initially 



Aveiage response to tetanus toxoid injections (values de- 
iived from the cumulative literature) Arrows along abscissa 
indicate injection of 0 5 ml of tetanus toxoid Dotted line 
refeis to those subjects who have not received reinforcing 
injection, usually administered after one year Graph demon¬ 
strates use in circulating antitoxin levels eflFected by loutinc 
immunization, reinfoicing injection, and booster injections 

to extend the protection to about six weeks Al¬ 
though the usual incubation period for clinical 
tetanus is between two and three weeks, a signifi¬ 
cant nunibei of cases occur at a later date and some 
(those from wounds aiound the face) much eaihei 
The extensive use of tetanus antitoxin since 
Woild War I has levealed several disadvantages 
It has been shown that the destruction of the 
passively induced tetanus antitoxin is greatly ac¬ 
celerated if the recipient has had any previous 
horse serum injection, even if skin tests show nega¬ 
tive results ® Furthermore, if the patient is sensitive 
to horse serum the rate of destruction is so greatly 
accelerated that the piophylactic value may ap- 
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proach zero®" For the same reason, m the previ¬ 
ously exposed patient, tlie effectiveness of die large 
doses of antitoxm necessary m the tlierapy of clini¬ 
cal tetanus is compromised 

Tetanus antitoxm is not a benign drug The in¬ 
cidence of serum sickness, widi its vanable charac¬ 
teristics of fever, arthritis, lymphadenopathy, neu¬ 
ritis, and central nervous system complications, is 
between 5 and 15% Anaphylaxis probably occurs 
in from 1 in every 200 to 1 in every 50,000 patients 
receiving injections " The latter estimate was made 
in 1928 Because much horse serum has been used 
since that time, it is probably much below the 
current incidence 

Tetanus antitoxin does not provide the immunity 
afforded by active immunization In the British 
army in World War I, there were eight cases of 
tetanus for each 1,000 soldieis wounded After the 
advent of tetanus antitoxm, the incidence was re¬ 
duced to one case per 1,000—a considerable and 
woithwhile improvement, but far from ideal Fur¬ 
thermore, at the same time that tetanus antitoxin 
was introduced, bettei wound care was also being 
emphasized In patients who do develop tetanus in 
spite of previous prophylactic tetanus antitoxin ad¬ 
ministration, theie IS no appieciable decrease m 
mortality" 

Antibiotics 


Studies in vitio and in vivo have shown that the 
vegetative state of Clostiidium tetani is susceptible 
to antibiotic theiapy Anwar and Turner,meas¬ 
uring the effectiveness of the tetracyclines, chloram¬ 
phenicol, and penicillin by test tube dilution, found 
that these antibiotics weie effective in langes of 
0 045 to 0 6 meg per milliliter This range is within 
the “extremely sensitive” limits of the usual clinical 
bacteriological laboratoiv report Novak and oth- 
eis studied 169 mice subjected to LDioo of teta¬ 
nus spores and treated with only one penicillin 
injection They showed a significant decrease m 
mortality, as well as an increase in survival time 
after bemg infected Bliss and others treated 
mice who had been exposed to tetanus spoies with 
vaiying doses of penicillin and oxytetracyclme foi 
thiee days They found that the mice n^ere almost 
completely protected by doses of 1 to 10 mg per 
kilogram m 24 hours Anwar and Turnercon¬ 
firmed tins work in studies with mice, hamsters, 
and rabbits and believed tliat perhaps oxytetracy¬ 
clme was the most effective drug, although in 
clinical use they felt it probably would offer no 
great advantage over penicillin Weinstein and 
Wesselhoeftreported Uvo cases of tetanus m 
men whom they treated with penicillin m doses o 
160000 to 240,000 units a day for 10 days beriai 
clos’tiidial cultures of then wounds were obtained, 
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and the ongmaUy positive cultures became negative 
witlun 24 hours, both patients survived 

It IS our opinion as well as that of others " that 
antibiotics have a place in the prophyla'as of tetanus 
A convenient method has been msbtuted for use in 
tlie emergency ward of the Peter Bent Brigham 
Hospital One mjection of 1,200,000 units of ben¬ 
zathine penicillin G (Bicillm) is given intramuscular¬ 
ly at the time of injury Blood levels of between 
0 04 and 0 210 units per milhhter are maintained for 
at least a month While low, these levels fall well 
vuthm the in \utro sensitivity range stated above 
Most group A streptococci are sensitive in \utro to 
less than 0 03 units per milliliter A dose of 1,200,- 
000 units of benzathme peniciUin G is effective in 
eliminating the streptococa from the nasopharynx 
m 24 hours as well as m keeping this organism from" 
regrowing in 30 days Only the vegetative form of 
the clostridium is susceptible to this amount of peni¬ 
cillin Benzathme penicillin G provides a continu¬ 
ous blood level, which kills the organism as it 
emerges from its spore state Untoward reactions 
to benzathine penicillin G have not been a problem 
in our experience, and McFarland and others 
reported only 1 68% incidence of reactions among 
5,107 seri'icemen who received 1,200,000 units of 
the drug If the patient is allergic to penicillin, a 
broad-spectrum antibiotic may be substituted 

The site of action of antibiotics in tetanus prophy¬ 
laxis IS quite different from that of tetanus anti¬ 
toxin Tetanus anbtoxin has no effect on the or¬ 
ganisms in the local wound It neutralizes toxin 
which the clostndia produce, the antibiotics kill 
the orgamsm before they produce toxin 

Standard Procedure for Tetanus Prophylaxis 

The Immunized Patient—Large-scale active im¬ 
munization has been m use for over 15 years 
Studies show that a booster injection of 0 5 ml of 
tetanus toxoid will elieit an adequate response m 
persons who have been immunized 11 years pre¬ 
viously and that tetanus immunization may be 
effective for many years more '■* Therefore, any 
immunized patient whether or not his wound is 
'dirty’ should receive prophylaxis from a booster 
injection of 0 5 ml of fluid toxoid as well as ade¬ 
quate debridement of the wound at the time of 
mjurj' (The booster mjection is unnecessarv if the 
patient has had a booster injection xnthm one 
>ear ) 

Under certain circumstances, additional prophx^- 
lactic measures seem advisable If the patient has 
a more senous injury, such as a compound fracture, 
extensive bum, gunshot wound, severe crushing 
injury. Or a vound which harbors foreign bodies, 
and has not had a booster injection xiutlun five 
vears, or if he is not examined untd ox'er 48 hours 
after such an injurx' then adequate antibiotie ther¬ 


apy should be proiided Sueh treatment should 
consist of the admmistration of either a single in¬ 
jection of 1,200,000 units of benzathme penicillin G 
mtermuscularly or 5 mg per kilogram of body 
weight of a broad-spectrum antibiotic dailv, for 
three weeks We do not believe that tetanus anti¬ 
toxin IS indicated m the activelv immunized patient 

The Nommmumzed Pafieiif —Nonimmunized pa¬ 
tients ean be placed in three groups aceording to 
the character of the focus of potential tetanus in¬ 
fection "'1 If the wound or injury is superficial 
and ean be properly cleansed, no further tetanus 
prophylaxis is necessarj^Stafford ® reviewed the 
cases of elmical tetanus in the general hospitals in 
Baltimore from 1928 to 1953 In most of the 169 
cases, tlie wound was of the classic vanet\% such 
as a puncture wound of the foot or a splinter 
wound Most of the patients had what they con¬ 
sidered to be trivial mjuries and did not seek medi¬ 
cal care The author feels that ‘m view of the vast 
number of such mjunes which must occur annually 
in an area of 1 5 million inhabitants, it is signifi¬ 
cant tliat only seven mdividuals developed clini¬ 
cal tetanus each year”® Of further mterest is the 
fact that one of these seven had received “prophy- 
lactie” antitoxin Chnstensen believed that it 
is doubtful that tetanus would develop in trmal 
wounds if patients xvere to receive adequate local 
treatment prior to the development of chnical 
tetanus 

2 If the wound is somexvhat more extensive and 
there is some possibility that it may harbor residual 
clostridial infection after debndement, antibiotic 
therapy (preferably 1,200,000 units of benzathine 
penicillin G intramuscularly) should be adminis¬ 
tered ’This avoidance of antitoxm and the use 
instead of an antibiotic is similar to other programs 
now m effeet Hampton, in the discussion of Wall s 
paper,®" stated that he treats “tnvial xvounds’ xxuth 
antibiotics and not tetanus antitoxin, and at Johns 
Hopkins Hospitalpatients showing positive re¬ 
sults on skin test receive antibiotics rather than 
antitoxin 

3 In those patients xvitli sex'ere crushing mjunes, 
deep puncture wounds, extenswe bums, deep dirty 
wounds harbonng foreign bodies, or somewhat less 
severe wounds not treated until over 48 hours after 
the patient xx’as injured, administration of tetanus 
antitoxin seems warranted, provided the sensitivity 
tests show negative findings In addition, the pa¬ 
tient should also receive antibiotics m the prexi- 
ously descnbed dosage, and whatever surgical 
measures are indicated should be performed In 
these cases, tetanus antitoxin should be adminis¬ 
tered in doses of 5,000 to 10,000 units It is of 
paramount importance to thmk of tetanus antitoxm 
as a medicament to be administered only once in 
a lifetime If it is used, simultaneous or subsequent 


85 



4 


TETANUS-FILLER AND ELLERBECK 


active immunization must be mandatory and should 
be the responsibility of the physician who orders 
the antitoxin to be given 

We also believe that active tetanus immunization 
by means of toxoid should be staited in all patients 
in these three gioups when they are first seen and 
that adequate anangements for the subsequent in¬ 
jection should be made at the time There seems 
to be fairly good evidence that adequate immuniza¬ 
tion can be achieved even in those patients in whom 
antitoxin is administered simultaneously in a sepa¬ 
rate extiemity unless the dose of antitoxin is 3,000 
units or greater 

Summary 

The piogiam described here foi tetanus pio- 
phylaxis based on the commonly available mate¬ 
rials and methods diffeis from programs commonly 
m use in that it advocates the avoidance of tetanus 
antitoxin for all except the massive wound, the 
extensively duty wound, oi, possibly, the wound 
treated after some delay The reasons for adopting 
this piogram are the dangers of use of tetanus anti¬ 
toxin, its questionable effectiveness in the previ¬ 
ously exposed person and the appaient adequacy 
of antibiotics as adjuvants in the prevention of 
clinical tetanus 

721 Huntington Ave (15) (Dr Filler) 
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The Effects of Triparanol (MER-29) in 
Subjects with and without 
Coronary Artery Disease 

IFiUiam Hollander, MD, Aram V Chobaman, MD, and Robert W JFilkms, MD, Boston 


A number of clinical and experimental studies 
suggest that an alteration in cholesterol metabolism 
mav plav an important role in the genesis of 
atherosclerosis In view of these observations an 
increasing number of cholesterol lowering measures 
are being studied m vascular disease These include 
low-fat diets and treatment with unsaturated fatty 
acids, estrogens, thyroid compounds, nicotinic acid, 
and sitosterol The manner in which most of these 
compounds lower serum cholesterol has not been 
clearly established 

The present paper reviews our experience over 
the past 19 months with a new cholesterol lowering 
agent, triparanol (MER-29), in 89 subjects xvith and 
without coronary artery disease ' Triparanol, which 
was synthesized bv Palopoli,“ is a triphenylethylene 
derivative The compound, as shown in figure 1, 
structurally resembles chlorotrianisene, a sjmthetic 
estrogen However, unlike chloiotrianisene, tripara¬ 
nol has no clinically discernible feminizing effects 
and therefore might also be considered a non 
feminizing estrogen 

Materials and Methods 

Of the 89 patients selected for the study the 
majority, m addition to being followed at frequent 
intervals and treated with a number of different 
drugs including placebos, had had serial cholesterol 
determinations for more than two years before the 
institution of the present study They showed rela¬ 
tively stable serum cholesterol levels which did not 
varx^ by more than 12% in repeated determinations 

Fifty-one patients were female and 38 were male 
Their ages ranged between 24 and 76 years Forty- 
three had clinical or electiocardiographic evidence 
of coronary artery disease, with angina pectoris 
in 28 

Fortv-five of the patients had hj'percholesterol- 
emia (a senim cholesterol over 250 mg %) Three 
had diabetes mellitus, but none had thjToid disease, 
nephrotic sjmdrome, or familial hypercholesterol- 

From tbe Mn«achii<etls Mcmonili HospjtiU 


Triparanol, an inhibitor of cholesterol bio 
synthesis, significantly reduced the serum 
cholesterol in 71 of 89 subjects with and 
without hypercholesterolemia The compound 
in a maximally effective dose of 250 mg 
per day was well tolerated and caused no 
serious side effects The decrease in serum 
cholesterol (Abe))) averaged 45 mg % and 
ranged from 20 to 110 mg % The ratio of 
serum cholesterol to serum phospholipid also 
was favorably influenced by therapy 

Triparanol, as indicated by radioisotopic 
tracer studies, also appeared to reduce the 
total sterol and cholesterol content of the 
body by decreasing the formation of choles 
terol in the body 

The compound appeared to have an anfi- 
anginal effect in 12 of 28 sub)ects and to 
improve the electrocardiographic responses 
to exercise in 3 of 11 subjects with angina 
pectoris These effects were associated with 
a fall in serum cholesterol 


emia During the study the patients ate an un- 
restncted diet Durmg the control period of at least 
eight weeks duration the subjects received either a 
placebo alone or a placebo added to other drugs, 
which might include an amine oxidase inhibitor, a 
coronary vasodilator, a sedative and/or antihvper-7 
tensive drugs Thereafter they were given triparanol 
orally for a period ranging from 3 to 14 months In 
the recovery penod, placebo treatment was re- 
instituted for at least eight weeks Clinical obser¬ 
vations, measurements of blood pressure, weight, 
and serum cholesterol, were contmued at one- to 
tw'o-w'eek mtervals Determmations of hemoglobin, 
hematocrit, xvhite blood cell and differential counts, 
unnaiv sugar and albumin, serum transaminase. 
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biliiubin, icteiic index, alkaline phosphatase, bromo- 
sulphalem excietion, cephahn flocculation, and 
bloods uiea nitrogen were repeated periodically 
Serum phospholipid, urinaiy 17-ketosteroid, and 
coiticosteioid excretions were also measured peri¬ 
odically m 18 subjects 

“Two-step” exeicise toleiance tests (Master) xvere 
peiformed by 22 subjects with angina pectoris 
ihese exeicise tests U'eie lepeated at one- to four- 
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tne serum, using a methanol-toluene solvent system 
D.bom.de purJcabon of serum cholesterol ™s 
Sers"’"''^ ‘'““‘■dmg to the method o£ Schwenl and 
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Fig 1 —Comparison of chemical structures of triparanol 
(MER-29) and chlorotrnmsene (TACE), synthetic estrogen 

M'eek inteivals duiing the administration of tripara¬ 
nol Eleven of the subjects consistently complamed 
of angina and bad an abnormal electiocaidiograpinc 
1 espouse to a given amount of exercise in all of four 
successive tests during the contiol period 

All the blood samples were obtained in the 
postabsorptive state Seium total cholesteiol was 
determined by the method of Abell, serum-free 
cholesteiol by the method of Schoenheimer and 
Speiiv, and total plasma steiols by giavimetiic 
deteimination of the digitonide precipitable mattei 
or by the anthione reaction Serum hpid phosphoius 
was measuied by the method of Youngbuig and 
Youngbuig Urinaiy 17-ketosteioid and uiinaiy coi- 
ticoid excretion xvas determined by the methods of 
Drektei and of Reddy, respectively 

Body cholesterol metabolism u'as studied accord¬ 
ing to pieviously described methods “ In 10 ambula- 
toiy subjects, a tiacer dose of C‘''-labelled acetate 
01 mevalonic acid was administered intravenously 
' before and again duiing therapy, and the rate of 
appearance in the serum as total sterol radioactivity 
was studied over the subsequent six-hour period In 
addition, a tracer dose of C-cholesteroI was ad¬ 
ministered intravenously to two ambulatoiy sub¬ 
jects before and again duiing triparanol therapy Its 
disappearance from serum xvas studied during the 
subsequent four-month period Cholesterol radio¬ 
activity xvas measured in a Packard liquid scintilla¬ 
tion counter following digitonide precipitation of 


Results 

The effects of faiparanol on serum cholesterol 
sterol and hpid phosphorus and urinary excretion 
i^-ketosteroids and corticosteroids are summar¬ 
ized in tables 1 through 5 
Sej uni Cholesterol-Triparanol in a daily oral 
dosage of ^0 mg produced a highly significant 
lecluction m serum cholesterol, which averaged 
45 mg % Seventy-one of the 89 subjects (80%) had 
reductions in serum cholesterol ranging from 20 to 
110 mg % (10 to 55%) below control values In¬ 
creasing the dosage of triparanol to 750 mg per 
day did not appear to have a greater effect on 
serum cholesterol than the daily dosage of 250 mg 
Dosages of triparanol ranging from 100 to 200 mg 
pel day weie capable of lowenng the serum choles¬ 
terol, but usuallv not to the same extent as 250 mg 
01 moie pel day It therefore appears that the 
maximally effective dose of triparanol in the average 
case is about 250 mg per day 
Tiiparanol depiessed serum cholesterol m sub¬ 
jects who had normal as well as high contiol serum 
cholesterol levels The hypocholesterolemic effect of 
tripaianol as illustrated m figure 2 was sustained 
and unaccompanied by drug tolerance However, 
this effect was more pronounced in tlie hyper- 
cholesterolemic subjects In general, the reduction 
m serum cholesterol was loughly propoitional to 
die height of the contiol serum cholesterol values 
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pjg 2—Hj pocholesterolemic effects of tnparnnol in 
subject with coronary artery disease 

A fall in serum cholesterol usually occurred after 
5 to 10 days of therapy and xvas maximal and sus¬ 
tained after 2 to 8 weeks The long-term effects of 
triparanol on tire serum cholesterol in a patient with 
arteriosclerotic heart disease is shoivn in figure 2 
After xxuthdraxval of the drug, serum cholesteiol in¬ 
creased to or toward control values in two to eight 
weeks In general, it appeared that the longer the 
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serum cholesterol level was depressed by tnparanol 
the longer it remained depressed before returning 
completely to control levels In five patients who 
were maintained on the compound for over a year 
tlie serum cholesterol did not return to pretieatment 
levels after withdrawal of the drug, whereas in five 
other patients tlie serum cholesteiol rose to above 
control values before returning to the control level 
It IS not clear as yet whether these types of re¬ 
sponses were spontaneous or drug induced, or re¬ 
lated m part to other mechanisms 

Total Plasma Sterols —The total sterol content of 
the plasma (which under normal conditions is al¬ 
most all cholesterol) was determined because of 
reports that the Lieberman-Burchard color reaction 
(which is the essential step m the clinical determina¬ 
tion of cholesterol by both the Abell and 
Schoenheimer—Sperry methods) not only measures 
cholesterol but also about 60% of desmosterol (24- 
dehydrocholesterol), a cholesterol precuisoi which 
appears m the blood m measurable amounts during 
tnpaianol tlierapy ■* These findings of Steinberg and 
Avigan and Frantz and co-workers indicate that the 
serum cholesterol as determined by the Abell or 
Schoenheimer—Sperry methods during tnparanol 
therapy is actually lower than the values obtamed 
with these methods, whereas the total sterol content 
of the serum is actually higher than these values 
The data shown in table 2 are consistent with the 
observations of these workers The actual level of 
serum cholesterol as well is desmosterol shown in 
table 2 was estimated by employing the following 
equations Cholesterol (Abell) = actual cholesterol 
-f- 60% desmosterol Total sterol = actual cho¬ 
lesterol -+- desmosterol 

In a group of 12 patients tnparanol produced a 
significant reduction m the total sterol content of 
the plasma, which averaged 44 mg % and ranged 
from 12 to 69 mg % However, the reduction of the 

Table 1 —Statistical Summartj of the Effects of Oral 
Tnparanol 250 hlg /day for 3 to 14 Months, on Serum 
Cholesterol (Abell) in 89 Patients 

Conti ol I rlparatiol 

^eniin feeram 

Cholesterol Cholesterol 



Ms % 

Mr % 

Mean 

24lr* 

2f>4* 

bD (Standurd De\ lutlon) 


*411 

SE (Standard Irror) 

*4 8 

*4 7 

P (ProbnbUits') 




Viorntc o^ 4 or more (ic(ennJntttloti« 


total plasma sterols was not as great as the apparent 
depression of serum cholesterol detei mined by the 
Abell method The actual mean decrease of serum 
cholesterol after tnparanol therapy was estimated 
to be 29 mg % more than the apparent decrease of 
cholesterol measured by the Abell method The 
amount of desmosterol appearing m the plasma dur¬ 
ing therapy was estimated to average 48 mg % and 
to 1 arr behveen S and 83 mg % It is noteworthr 


that in 2 of the 12 patients (M K and M L) who 
did not respond to tnparanol, the sterol content of 
the plasma chd not change and negligible amounts 
of desmosterol was estimated to be m the plasma 
Body Cholesteiol Metabolism—Radioisotopic 
studies of cholesterol metabolism were undertaken 
to determine the mode of action of tnparanol on 
serum cholesterol especially since a decrease m 
serum cholesterol might be caused by a shift of 

Table 2 —The Effect of Tnparanol on Plasma Sterols 

Actual 
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Serum Choles promos 

Chole'' terol Total tcrol 
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mated) 
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mated) 
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Mg % 

Mg % 

Mg % 

Alg % 
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20 
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Control 
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0 
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20 
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Control 
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Tnparanol 
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Control 
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Tnparanol 
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40 
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Control 

12 
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Trlparanol 

3 
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S B 

Control 
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Tnparanol 
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10 
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12 3* 3 8 

200 *08 
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S D TrlpnTanol IC 1±13 0 197**00 108**67 210 *.>0 47 8*±2o 0 

* P \ alue <0 01 

cholesterol out of the blood stream into tissues as 
well as by a reduction m the total body content of 
cholesterol 

Figure 3 compares the disappearance from the 
serum of intravenously administered C”-labelled 
cholesterol before and after the admmistration of 
tnparanol Before the administration of tnparanol 
the serum cholesterol averaged 265 mg %, whereas 
durmg tnparanol therapy the serum cholesterol 
averaged 175 mg % Before and durmg therapy 
the serum specific activity of cholesterol decreased 
relatively rapidly during the first six weeks of 
study Thereafter the decrease in specific ictivity 
approached an exponential rate of decay The 
radioactmtr' excreted in the stool was not sig¬ 
nificantly different m the two studies and the speci¬ 
fic activity of cholesterol even after dibromide 
purification remained considerably higher durmg 
than before treatment Therefore, the 'miscible 
pool of cholesterol (calculated from extrapolation 
of the curx'es to time zero) was reduced from 
208 mg m the control period to 123 mg dunng 
tnparanol treatment Simdar results were obtamed 
in a second patient whose calculated “miscible 
pool of cholesterol was reduced by 46% These 


89 



8 


TRIPARANOL-HOLLANDER ET AL 


JAMA, Scpl 3, I960 


findings indicate that tlie diug is effective m reduc¬ 
ing botli body cholesterol and seium cholesteiol 
The additional findings that the specific activity of 
the total steiol content of the serum is also sig¬ 
nificantly higher during than before treatment indi¬ 
cate that tnpaianol is also effective m reducing the 
total steiol pool and sterol content of tlie body 
The amount of cholesterol turned ovei pei day 
as calculated fiom the half-time disappearance late 
and the “miscible pool” of cholesterol was also 
significantly reduced by tiipaianol These observa¬ 
tions aie consistent with a reduction in the synthesis 
late of cholesterol during tiiparanol therapy and 
support the findings shown in figure 4 and figure 5 
Figiue 4 compares the rate of conversion of intra- 

HLf4€ 



veiiously administered C^’'-labelled cholesteiol 


\enously administeied C'-labelled acetate, a pre¬ 
cursor of cholesterol, to radioactive sterol before 
and dining treatment Compaied with the contiol 
study, the conversion of acetate to steiol (as calcu¬ 
lated from the peak activity of the cholesterol) was 
significantly reduced during treatment As shown 
m figure 5, tiipaianol also significantly reduced the 
conversion of another cholesteiol preciusoi, C 
labelled mevalonic acid, to radioactive steiol These 
and eight other similai studies indicate that tri- 
paianol reduces the body’s foimation of sterols, 
especially of cholesterol They also suggest that the 
reduction in body cholesterol and sterols produced 
bv tiiparanol results from a reduced synthesis ot 

cholesteiol , j i 

Senim Lipid Phosphoi us-The seium hpid phos- 

phoius in 18 subjects was, on the average, shgh y 
but significantly reduced duimg tiipaiano therapy 
However the decrease m seium cholesterol was pro¬ 
portionately greater than the reduction m serum 
Idiosphohpid Consequently the calculated ratio of 


serum cholesterol to serum phospholipid (C/P) was 
significantly reduced by tiiparanol 
Urinary 17-ketostewid and Corttcostcioid E\cic- 
tion -The urinary excretion of 17-ketosteroids by 13 
subjects increased slightly but not significantly din¬ 
ing therapy Although uiinary 17-hydro\ycoitico- 
steroid excretion decreased slightly and significantly 
following treatment, the values remained well ivith- 
in the normal range 


Table 3 —Statistical Stnntnanj of the Ejects of Oral 
1 riparanol on Serum Lipid Phosphorus and C/P Ratio 
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*’iiiK seru n cholesterol 
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Body Weight and Blood P/essinc—Weight and 
blood pressure did not change significantly follow¬ 
ing treatment except for one subject who developed 
nausea and epigastric distress and lost 6 lb (2 7 kg) 
Clinical Side Effects—Tiipaianol m a daily oral 
dosage of 250 mg was well tolerated On higher 
dosages it occasionally caused epigastric distress A 
mild prill itic macular rash developed on the upper 
and lower extremities in two patients but did not 
recur after reinstitution of tiiparanol Feminizing 
effects, such as breast engorgement, changes in 
voice, change m libido or menstruation, did not ap¬ 
pear in any of the patients 

Clinical Laboratoiy Tests 

Hemoglobin, hematocrit, white blood cell, and 
differential counts did not change significantly dur¬ 
ing treatment Qualitative analyses of urine for 


Table ‘I-Statistical Summaitj of the Effects of Oral 
Tnpaianol on Urinary 17-Ketosteroid Excretion 
in 13 Subiects 


Mean 
S O 
S E 
P 

* 4ierngc of 2 or more iletcrmimitlon") 


Control Jripariinol 
Urinary Urinnrj 

Ketostciolrts Keto<ltcrol(l^ 
Mg /24 Hr Mg /24 Hr 

10 5* no* 

±32 ±38 

±09 ±11 

OGO 


and albumin also showed no alterations from 
)1 detenninatious The values for blood urea 
en and serum electrolytes during treatment 
comparable to those before treatment 
lal determinations of serum icteric index, 
bm, transaminase, and cephalin flocculation 
. 1 _rliirinff treatment oulio- 
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ment except in three subjects In these three sub- 
I jects the sulfobromophthalem retention during 
treatment varied from 8 to 14% and was accom¬ 
panied by a slight elevation of the serum alkalme 
phosphatase but without any other change m the 
usual clmical liver function tests employed The 
alteration in liver function tests occurred m the 
first month of therapy and returned to normal levels 
after either reducing the triparanol dosage or with¬ 
drawing the compound In none of the cases did 
symptoms or signs of liver disease develop Liver 
biopsies, obtained in all three subjects after 3, 11, 
and 13 montlis, respectively, of continuous tripara¬ 
nol therapy, histologically revealed essentially nor¬ 
mal liver tissue A histological section of one of 
the liver biopsies obtamed after 13 months of treat¬ 
ment IS showm m figure 6 In a fourth subject who 
had an unsuspected alcoholic history, a slight re¬ 
tention of sulfobromophthalem and an elevation of 
serum alkaline phosphatase occurred in the earlv 
part of treatment but returned to normal Math con¬ 
tinued treatment The liver biopsx' m this patient 
durmg, as M^ell as four months after, the uathdrau al 
of triparanol shoM’ed some fatty infiltration 

Clinical and Electrocardiographic Responses in 
Ischemic Heart Disease 

The effects of triparanol on the two-step e\ei- 
cise tolerance test of Master u'ere also studied in 22 
patients vath angina pectoris During the control 
period 11 of the 22 subjects m repeated tests had 
reproduceable anginal pain and abnormal electro¬ 
cardiographic changes follouang a given amount of 
exercise Durmg treatment 3 of these 11 failed to 
develop angina or electrocardiographic abnormali¬ 
ties to the same amount of exercise The electro 
cardiographic tracmgs m one subject are shown in 
figure 7 After withdrawing triparanol and substitut¬ 
ing placebo medication, the angmal pain and 
abnormal electrocardiographic changes reappeared 


Table 5 —Statistical Summary of the Effects of Oral 
Triparanol on Urinary 17-Hijdroxycorticoid Excretion 
m 13 Subjects 


Mean 
S D 
E 
P 

* 4\eraf,e of 2 or more determinations 


Control Triparanol 
Urinary Urlnarv 

CortIcoid»- Corticoid 
Mg Hr "Nig }2\ Hr 
7 0 " 

-*-9 <) 

±0 8 if>C 

<0 01 


in these subjects following the exercise test It is 
noteworthy that, although iproniazid had prevented 
subjective angina in all three subjects following the 
standard exercise in contrast to tnparanol, it failed 
to prevent the abnormal post-exercise electrocardio¬ 
graphic changes These anti-angmal effects of 
iproniazid (and of some other amine oxidase inhibi¬ 


tors), without an accompanjang improv'ement in the 
electrocardiogram, have been previously reported 
The improvement in electrocardiographic re¬ 
sponse to exercise occurred after one to three 
months of triparanol treatment and w'as preceded by 
a reduction m the number of angmal attacks (oi an 
increase in exercise tolerance) It was also preceded 
bv a significant reduction m serum cholesteril, 
without a change m weight or m serum phospho- 



Fig 4—Effect of tnparanol on svoithesis rate of choles 
lerol as indicated by conversion of C” labelled acetate to 
C" sterol 

lipid The ages of the three subjects who improv'ed 
on therapy were 39, 63, and 68 years One was a 
male without hypercholesterolemia or hj^ertension, 
and two vyere females with hypercholesterolemia 
and long-standing hypertension Angina had been 
present m one patient for six years and m the other 
tw o for less than one year Of the entire grouj) with 
angina pectons (28 m all), 12 appeared to haye a 
definite reduction in angmal attacks after receiving 
triparanol for one to tliree months The improv'e¬ 
ment m angma occurred m subjects w’ho had nor¬ 
mal as vv’ell as high control serum cholesterol lev'els 
but was associated m all subjects with a reduction 
of senim cholesterol Of the 12 responders, 10 had 
a histor>' of angina pectoris of less than tliree years 
duration, W'hereas most of the other patients includ¬ 
ing the nonresponders had a historx' of angma more 
than fiv'e years m duration 

Of the 43 patients w'lth clinical or electrocardio¬ 
graphic evidence of coronarj' artery disease who re¬ 
ceived triparanol for 3 to 14 months, all are still 
liv'ing One subject dev'eloped a myocardial infarc¬ 
tion after four months of tlierapy Except m this 
patient, the resting electrocardiograms have shown 
no significant change durmg therapy 

Discussion 

Tnparanol vv'as found to be effective m reducing 
serum cholesterol in normocholesterolemic as well 
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as livpeicholesteiolemic subjects Similai observa¬ 
tions have been made by othei woikeis " In general, 
the 1 eductions m seium cholesterol during adminis¬ 
tration of the compound weie loughly piopoitional 
to the pietreatment levels of seium cholesteiol 
Thus, they weie gieatest in those subjects who had 
abnoimally high contiol levels of seium cholesteiol 



Fig 5_Effect of tuparanol on synthesis late of choles- 

teiol as indicated by conversion of C'‘hbelled mevalonic 
acid to C" steiol 

It IS unlikely that a change in the fat content of the 
diet was lesponsible for the hvpocliolesteiolemic 
effect of tuparanol, since impiessive i eductions in 
seium cholesteiol occuiied within one week ot 
tieatment The absence of significant weight 
changes cluiing tiipaianol achmmstiation also aigues 
against a leduced caloiic intake as tlie cause of the 
hypochloiesteiolemic effect of tiipaianol 

Although a leduotion in seium cholesteiol follow¬ 
ing treatment might have lesulted fiom a leduction 
m body content of cholesteiol, it might also have 
occuii Jd without this change as the lesult of a slii 
^cholesteiol out of the blood into othei tissues 
Thus theoietically, the cholesteiol might have been 
mS::;itrd even'^mto the walls of the blood ve^k 
and thus actually have initiated oi aggiavated 
"disease Howevei. the 

sHsaa:# 

Et;^t“eteedtmSr^^^^^ 


from acetate and mevalonic acid These findings 
suppoit the earlier obseivations of Blohm and Mac¬ 
kenzie that tripaianol is an inhibitor of cholesterol 
biosynthesis in animals “ Recent studies by Avigan 
and Steinberg suggest that tuparanol directly blocks 
the conversion of the cholesterol precursor desmos- 
terol (24-dehydrocholesterol) to cholesterol Al¬ 
though this steiol appears m the blood in measur¬ 
able amounts, our radioisotope studies suggest that 
sterol formation and the total sterol pool as well as 
the total sterol content of the plasma (which in¬ 
cludes cholesterol, desmosterol, and other sterols) is 
significantly reduced during tuparanol therapy 
It would appeal from tliese observations that the 
decrease in total body and plasma sterols during 
treatment is due to a reduction of cholesterol which 
IS considerably greater than the accompanying in¬ 
crease of desmosterol The lole of desmosterol m 
metabolic or pathological processes is not known 
and IS currently under investigation 
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g C-M.noscop,c section " l'°S 13 moS 

^^bo received tripaianol continuouslj for 13 mom 
fig 2) Histological section Mas normal 

’nniianol was well tolerated clinicallv and 
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logical changes in the liver, even after 13 months 
of continuous tripaianol therapy 
Since adrenal steioids are synthesized from cho¬ 
lesterol, a reduction in total cholesteiol theoretically 
might lead to adrenal insufficiency However, clini¬ 
cal obseivations and measurements of urinaiy 17- 
ketosteroid and corticosteroid excretion befoie and 


dm mg triparanol therapv do not indicate that such 
an impairment m adrenal function occurs The effect 
of triparanol on estiogen excietion was not de¬ 
termined Nevertheless, it is interesting that the 
compound had no clmicallv discernible feminizing 
effects, although structuialh it resembles chloro- 
tiianisene, a sioithetic estiogen 
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The eftect of diugs on the couise of angina pec¬ 
toris, paiticulaily dings with a slow onset of action, 
IS difficult to evaluate since the pain of coionary 
insufficiency is often an extiemelv vaiiable symptom 
and frequently lesponds to placebo Nevertheless, it 
appealed that tiipaianol had an antianginal effect 
m a gioup of cases, most of whom had a “stable 
foim of angina pectoiis udiich had not responded 
to a numbei of diffeient medications including 
placebos An impiovement in anginal pain duiing 
tiiparanol theiapy has also been obseived by a 
number of other investigatois' Undoubtedly a 
‘double blind” study in a laige gioup of cases for 
a long peiiod of time lyould be helpful in the total 
appiaisal of such clinical actions of tiipaianol 
Howevei, it would also be impoitant to caiiy out 
serial double blind studies m the individual patient 
who appeals to have responded clinically to the 
drug since a double blind study of a gioup does not 
necessarily exclude a clinical action of a drug in a 
given individual 

Dm mg tnpaianol theiapy there was a definite im¬ 
provement in the electrocardiographic tracings in 
response to exercise in 3 of 11 subjects with angina 
pectoris Smce the studies of these patients were le- 
peatedlv performed in the contiol as well as in the 
treabnent and recovery period, it seems unlikely 
that the favoiable changes in chest pain and elec¬ 
trocardiographic recordings were spontaneous 
Corcoran, Zimmeiman, and Cutuiellihave also 
obseived an impiovement in the exeieise electro- 
caidiogiams in some patients with ischemic heart 
disease leceiving tiipaianol These clinical and 
electiocardiogiaphic findings aie encouiaging and 
might mean that the adequacy of the coronary cii- 
culation IS impioved by tnpaianol Howevei a larger 
number of studies aie necessary before the signifi¬ 
cance of these findings will be established A num¬ 
ber of possible actions of tnpaianol, which as yet 
have not been established in man might account for 
the apparently beneficial effects of tnpaianol In 
animals, it has been observed that intravenous 
'triparanol in large doses causes transient coionaiy 
vasodilation as well as reduction in blood pressme 
However, the slow, rather than the lapid, impiove¬ 
ment m angina and the unchanged blood pressure 
and pulse late argue against dnect coronary vaso¬ 
dilating action of tnpaianol in man In chronic 
animal studies, Blohm and associates have also 
found a significant reduction in the cholesterol con¬ 
tent of the aorta following tnpaianol treatment 
Consistent with these observations are studies in 
our laboratory which indicate that the cholesteiol 
in human blood vessels is part of the miscible pool 
of cholesterol Recent observations in our laboratory 
also indicate that human arteries are capable of 
synthesizing cholesterol and it ma)' be interesting 
to speculate that a decrease m the cholesterol con¬ 


tent of blood vessels could result from an inter fei- 
ence by triparanol with the syntliesis of cholesteiol 
m the blood vessel walls, as well as in the liver 

Summary 

Tnpaianol (MER-29) is an effective chole’steiol 
low'd mg agent which causes an appreciable de¬ 
pression of serum cholesterol m about 80% of the 
patients studied The compound not only reduces 
sei-um cholesteiol but also the “miscible pool” of 
cholesterol in man It likewise significantly reduces 
the total sterol content of the blood as well as the 
total sterol pool ” These effects appear to result 
fiom a reduced formation of cholesterol in the body 

The compound is well tolerated chnicallv and 
causes no serious side effects Although triparanol 
structurally resembles the synthetic estrogen, 
chlorotnanisene, it does not produce chnicallv dis¬ 
cernible feminizing effects 

Triparanol is an important new drug which ap¬ 
pears to be useful in the treatment of subjects with 
hypeicholesteroleniia and of subjects with coionary 
arteiy disease rvith oi without hyper cholesteiolenna 

750 Harnson Ave (18) (Dr Hollander) 

The triparanol used in this study was provided as \IER-29 
hv the Wm S Merrell Company, Cincinnati 15, Ohio 
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Resuscitation of Drowning Victims 

James 0 Elam, M D , Buffalo, Arne M Ruben, M D , Kurlskrona, Sweden 
and David G Greene, M D, Buffalo 


The several hundred instances of apparently suc¬ 
cessful applications of mouth-to-moutli breathing 
reported in the newspapers in recent years answer 
the criticism that people will not be willmg to use 
the metliod However, more specific information in 
common asphyvial accidents is needed to guide the 
selechon of methods taught laymen This analysis of 
rescue experiences by laymen was undertaken to 
ascertain what symptoms were noted in the victim, 
how the rescuer performed the technique, and how 
he reacted to the emergency Other data obtained 
included the estimated time interval between the 
victim’s apnea and the fiist inflation, and the 
estimated period of oral resuscitation that was le- 
quired before recovery of spontaneous breathing 

For the best liandlmg of emergencies by lavmen, 
officially recommended techniques must be ap¬ 
praised realistically Interviewing lavmen who 
accomplish successful resuscitation can yield val¬ 
uable information that has a bearing on asphyxial 
symptoms and the practical eflScacy of various 
maneuvers of resuscitation The Red Cross and 
other responsible agencies could collect this type of 
data in relatively large series This preliminary 
review helps to clarify the incidence of s^miptoms 
in nearlv drowned victims and to appraise the prac¬ 
ticability of methods dev'eloped m anesthetized 
volunteers 

During May and June, 1959, a campaign was 
conducted in Sweden to teach the mouth-to-mouth 
method to the public bv means of television, radio, 
newspapers, and pamphlets The mouth-to-mouth 
method,’ in which the rescuers thumb lifts upw'ard 
under the victim s low'er teeth, w'as taught Between 
May and Septembei, 1959, 52 accounts of oral 
resuscitation w’ere published in a Sw'edish new's- 
paper Nmeteen lesuscitations were successful 
despite an incidence of anoxic sjmptoms which 
leaves httle doubt that aggressive lesuscitation w’as 
actually hfe-saving This salvage r ite of 36 per cent 
IS encouraging but might be improved considerably 
with additional training in simpler techniques 

To obtain mformation about simiptoms en¬ 
countered in these victims, questionnaires were sent 
to 21 rescuers who accomplished successful resusci- 


Froni the Koswoll Pirk McnionJl Institute Buffalo the Central 
laMiretlit XirlsScmm and the Unixersilv of Buffalo School of Medicine 


Twenty one successful users of oral resus¬ 
citation for victims of asphyxia were ques 
fioned to evaluate the acceptability and 
effectiveness of the method and the details 
of technique in the hands of laymen in the 
field Vomiting and trismus occurred in 16 
and 13 cases, respectively, and three pa¬ 
tients had convulsions Pallor or cyanosis was 
uniformly noted Two patients, though suc¬ 
cessfully resuscitated temporarily, died sub¬ 
sequently The SIX rescuers who were 
unhappy obout the experience in retrospect 
rescued victims who either vomited or were 
drowned in sewoge Ten rescuers were not 
upset by the experience in retrospect, even 
though their patients vomited The thumb in 
the mouth technique, which had been ex¬ 
tensively promoted in the area during the 
time of this survey, was attempted in only a 
few instances and was discontinued because 
the thumb was bitten in some cases 


tation (19 victims sunaving and 2 living for several 
hours) 

All accounts of the rescues published the names 
and addresses of the rescuers Questions w'ere de¬ 
signed to obtam speeific information concerning 
the several items listed m the table Tlie rescuers 
were asked to indicate their feelmgs about per¬ 
forming mouth-to-mouth breathmg Those report¬ 
ing no objections w'ere listed as good ’ in the table 
If they felt the procedure had been particularly 
distasteful to them, the response w'as recorded as 
‘bad All rescuers recalled answers to all questions 
except for four items (indicated as ^ in the tables) 
All 21 questionnaires were completed and returned, 
and all results are summarized in the table 

Results 

Ages and Sex Ranges —Victims included tw'o in¬ 
fants, five children, eight teenagers, and six adults 
They ranged in age from 1 to 73 years (average, 18 
years) One-half w-ere male Rescuers included four 
teen igers and 17 adults All but four w'ere male 
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by the expiied air method In 21 episodes, data 
were obtained on the age, sex, and relationship of 
\actim and lescuer, the duration of apnea and of 
iesuscitation,-the incidence of cyanosis, palloi, con¬ 
vulsions, trismus, and vomiting, the pievious tiam- 
mg of the rescuer, and the rescuer’s reaction to the 
rescue Intervals of asphyxia'ranged from 2 to 10 
minutes (average, less than 4 minutes) Nineteen 
victims recovered without ill effects Two died 
after several hours of apparent survival Less than 
30 breaths were required to restore spontaneous 
breathing for 12 victims Six others required arti¬ 
ficial respiration for less than five minutes There is 
little doubt that most of these rescues were bona 
fide instances of severe asphyxia relieved by the 
rescuer’s inflations, since all but four of the victims 
were observed to have cyanosis which cleared 
withm minutes after resuscitation was started Six¬ 
teen victims vomited Thirteen had tiismus, three of 
them with generalized convulsions One surviving 
4-yeai-old victim was unconscious for 12 hours 
after resuscitation 


This study of resuscitation of drowning victims 
demonstrates the incidence of cyanosis, trismus, and 
convulsions, the failure of rescuers to use the 
thumb-m-the-mouth technique although it had been 
stressed in teaching, the success of improvised 
expiied-air methods, and the acceptability of the 
method despite vomiting of the victim The ability 
of laymen to substitute then own techniques for 
an unworkable method thev had been taught indi¬ 
cates the need to teach bioad geneial piinciples of 
lesuscitation 


666 Elm St (3) (Dr Elam) 

This study ssas supported in part by funds pioNidtd b\ 
the Research and Development Command, Office of the 
Surgeon General, Department of the Army 
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S OLDIER BEARS A CHILD -A wend happening has occuired in the case of i 
lansquenet named Daniel Buighammer, of the squadion of Captain 
Lajonann zu Liebenau, of the honouiable Madiaicci Regiment in 
Italy When the same was on the point of going to bed one night comp. 
his wife, to whom he had been manied by the Chinch seven -‘-.J “f ’ 
great pains in Ins belly and felt something stnnng theiein ^oii theieafte 
lave birth to a child, a girl When his wife was made aware o hi ^ f ^ 
occurience at once Theieupon he was examined and questioned as ^ou th s . 
come to pass He then confessed on the spot tint he was half 
and that for moie than seven yeais he had served as a ni Hungau^an^^^^ 

Netherlands, in pioof whereof he pioduccd Ins Daniel In his vouth he 

he was chiistened as a boy and given in ‘'P ‘ , Ktised simiiltaneouslv 

learnt the handicraft of a smith, which until this ,lept once 

with his soldiering He also stated that while in the c ^ 

with a Spaniaid, and he became piegnant theiefiom This h^ ^ 

untohimself and also from his wife with w^^^ > ^ 

but he had nevei been ab e to get hei vvith ™ tbe 

of this he informed the Crunch aiithoirties who thjupon se^t^^ 
the facts and report theieon Aftei thi ‘ P f.oni 

chnslenmg of the child was f w„h seve.d noble hthes 

Weingarten, m lieu and stead of the Up , Elizabeth This chiistening wis 

at die christening of the child, which TseifrsoMien, such as cl.iiinineis, 

celebrated with manv .,„d women in the nobil.h as well as 

pipeis and three trumpeteis Many noted^^^^ christening Hie 

five hundred soldiers accompanied t i^^eist only and not at all 

aforesaid soldiei is able to suckle natural oigms of a m m foi 

on the left side, wheie he is ,nd manv to.ns have aheidv 

passing water Both are we , i arranged All this h is lee 

wished to adopt it, which howevei, has ^ ‘ ^ ^ be a great iniiacle 

set down and described by le howevei are to be divorced b\ 

nnd is to be ”,ts"sgiienet Beats A Child Mens mid ..- ■■ 

t.t»nc:lro,c (The Ri.ggm NemsWers), 1959 
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Antibiotic Sensitivity Testing 
for Office Patients 

I) Cordon JoIin<iton, MD, Drintol M Tolmach, MD, and W Cloyce Huff, MB, Oxnard, Calif 


It has been muntuned that the ojitimil tieat- 
nient of bacterial respiratory disease requires iden¬ 
tification of the offending oiginism,' of its antibiotic 
sensitivities, or both This appioacli is said to mini¬ 
mize the use of ineffective though potentially toxic 
drugs, and, bv hastening the use of in appropriate 
medication, to shoiten the course of illness 

A studv was made of an antibiotic disk sensi- 
tivitv method to determine whether this relatively 
inev'pensive and convenient technique significantly 
helped the management of lespiratorv infections 
This procedure could be peifoi-med in any physi¬ 
cians office md lequiies no special proficiency m 
bicteriologv 

Methods and Materials 

A total of 109 pitients fiom the offices of two 
physicians (one a pediatiician and one a general 
practitioner) was studied in 1958 and 1959 Coop- 
erahve patients were selected without regard to 
the sites or seriousness of the lespiratory mfections 
They were thought to have bacterial disease m 
each instance, however A small incubator, previ¬ 
ously tested and set for 37 5 C (99 5 F), was 
placed 111 each office Additional supplies included 
disposable Petri dishes vvath sheep blood agar, 
sterile cotton sw'abs, and sterile-capped tubes of 
thioglvcollate broth Sensitivity disks included the 
following antibiotics laemcilhn, chloramphenicol, 
ervthromvcin, streptomycin, novobiocin, oleando 
mvcin, triple sulfonamide, and tetracycline A pa¬ 
tient for whom an uatibiotic was to be presciibed 
was subjected to the following jaiocedures A sterile 
swab, moistened with sterile thioglycollate bioth, 
was used to obtain a specimen from the pharynx, 
it was then heavily stieaked over the entire sui- 
f ice of the blood agar Petri dish surface four times, 
once after each quartei turn The thioglvcollate 
broth tube was inoculated with the swab and a 
cap wis applied Sensitiv'itv' disks weie ipplied to 
the surface of the streaked blood agar and the two 
specimens were placed m the office incubator A 
white blood cell count and data from the complete 
historv' and physical examination w ere recorded on 


From the Dtpartment of Pathnloj:> St Johns Hospital 


A Simple, me\pcnsive disk technique 
for testing bacterial sensitivity to anti¬ 
biotics, icas devised and evaluated to de 
lermine the value of such a test for an 
office practice One hundred and nine pa¬ 
tients were studied Each patient ivas 
selected because of the clinical impres¬ 
sion of an acute bacterial infection Every 
patient had, singly or in combination, 
acute rhinitis, pharyngitis, tonsillitis, 
tracheitis, lary,ngitis, and bronchitis 
Forty two aho had acute otitis media, and 
four had pneumonia Twenty seven pa¬ 
tients were infected by bacteria resistant 
to the drug prescribed empirically but re¬ 
sponded to a drug indicated as effective 
by the test An error of 25^o in empiric 
selection of an effective antibiotic was 
present Application of this test tvill 
shorten the course of disease and reduce 
drug expenses for at least 25% of such 
patients 


special project forms The patient was then given a 
t\vo-dav or three-dav supply of an empiricallv- 
chosen antibiotic The next day the blood plate 
w'as examined bv' the phy'sician and the cultural 
characteristics and inhibition zones observed and 
lecorded 

The patient w'as seen on follow'-up vasits m two 
to three d ivs and again in fiv e to six day s Changes 
in antibiotics were made m some instances w’hen 
there was no clinical improv ement and, oc¬ 
casionally, w'hen the sensitivaty'^ plates indicated 
bacterial resistance to the drug used In a few’ 
patients, plate readings of bacterial resistance ac- 
comiianied clinical improvement Therapy was not 
changed then 

Selection of a new drug w'as bised on observa¬ 
tions of the culture plate which indicated sensi- 
tiv’itv’ An attempt w as made to make a gross 
identification of organisms but, mam times, partlv 
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because of mi\ed-organism cultures, this was un¬ 
successful 

The thioglycollate broth tubes and the initial 
culture plates were submitted to the control lab¬ 
oratory and the oiganisms that were contained in 
the thioglycollate broth were subcultured to blood 
agar Individual colonies from the plates were also 
subcultured Similarly, separate sensitivity deter¬ 
minations were carried out with each oigamsm, 
and the results were compared to tlie sensitivity 
observabons of mi\ed cultures that had been per¬ 
formed in the doctors’ offices 

The thioglycollate tubes were checked foi ana¬ 
erobic and aerobic growth On arrival of the tubes 
in the laboratory, an initial sbeak was made from 
the surface of the thioglycollate and also from the 
bottom of the tube onto blood agar This was done 
again at the end of one week The blood agar plates 
which were sbeaked with surface growth were in¬ 
cubated aerobicall)', and the plates on v'hich ma¬ 
terial from the bottom of the tubes was streaked 
were cultured anaerobically The colonies were 
picked from the sbeaked plates, stained, and sub¬ 
cultured on appropriate mediums, i e , gram-nega¬ 
tive lods on eosin methylene blue and on plain 
agar, sbeptococci on blood agar and placed m an 
atmosphere of carbon diovide, staphylococci on 
Chapman’s medium for mannitol fermentation and 
coagulation producbon and growth in a sodium 
chloride concentration of 7 5% Stock cultures of 
each of the organisms were made onto blood plates 
from which sensibvit)' determinations were per¬ 
formed A sterile swab moistened in thioglycollate 
broth was touched to the inoculum and streaked 
evenly on blood agar to imitate as closely as possible 
tlie previous procedure performed in the doctors’ 
offices The sensitivity disks ivere then added and 
the plates incubated and read at 24 hours and 
again at 48 hours Any degree of clear zone, witli 
no growtli inside tins zone surrounding a sensi¬ 
tivity disk, was considered evidence of sensitivity 
Organisms present inside the zone after 48 horns 
weie considered to be resistant The conbol lab¬ 
oratory data were maintained separately from the 
lecoids in the doctors’ offices, and no compari¬ 
sons were made until the conclusion of the 
sbidv 

Results 

Clinical Features of Cases —These patients had, 
singly or in combmation, acute rhinitis, pharyn¬ 
gitis, tonsillibs, bacheitis, laiyngibs, and bronchitis 
Four patients had pneumonia Forty-two pahents 
also had acute otitis media Sixty per cent of the 
patients were between one and seven years of age, 
18% were less than one year of age, 14% ranged 
from 8 through 12 years of age, and 8% were m 
the 13 through 35 year age group 


Initial white blood cell counts were done on 97 
of the 109 pabents, and 75% of these were above 
13,000 per cubic millimeter Thirty-four per cent 
were above 18,000, ranging to 40,000 per cubic 
millimeter Only 10 patients had white blood cell 
counts of less than 10,000 per cubic millimeter 
Results of the white blood cell counts were un¬ 
known! until after the pabents had departed the 
offices with their drug samples 
The drugs used w'ere selected empuically for 
each pabent by the physician as he might have 
done for any otliei patient in his office practice 
Foituitously, penicillm, erytliromycin, and tebacy- 
cline were the only drugs used initially when pa¬ 
tients w'eie given a two-day or three-day supply 
of samples A prescription for conbnued therapy, 
based on the clinical response and cultural sensi¬ 
tivity observations, was written at the 48-to-72-hour 
follow'-up visit It was necessary to add or change 
medication m 27 ( 25%) patients because of the 
apparent lack of clinical response, w'hich w'as sup¬ 
ported bv cultural evidence of bacterial resistance 
to the initial drug used The table indicates tlie 
relative effectiveness of these drugs For 22 pa¬ 
tients, the medicament was changed to a drug be¬ 
lieved to be effective by sensitivity' observations 
after two days For five patients, the medicaments 
w'eie changed after five days 


Relalwe Effectiveness of Antibiotics Used on 109 Office 
Patients for Sensitivity Testing 


Dnip 

Penicillin 

Tctnicycline 

Enthroinjcm 


EiTccti\c in Pntlcnts 


Cases Xo 

^o 

% 

03 

40 

73 


28 

SO 

11 

8 

73 


Totnl 


109 82 7o 


After failure of the first anbbiotic, and aftei read¬ 
ing of tlie sensitivity plates, the second medica¬ 
ments used were chloramphenicol (12 patients), 
erythromycin (12 patients, 4 of w'hom had erj'th- 
romyem combined with sulfonamides), and 
tebacyclme (3 patients) After therapy w'as 
changed, 22 patients show'ed improvement, 2 did 
not, and 3 may have 

All therapy with antibiotics m four patients w'as 
discontinued after two days because of the rapid 
recovery of two patients and because the infection 
W'as believed to be viral in the other two patients 
At the second foUow'-up wsit on the fifth day of 
observation, all medication w'as discontinued in 
28 patients In 77 patients, the course of beatment 
was conbnued for a total of 7 to 10 days 

After the compilation of data, each physician 
rated his cases according to pahents response to 
anhbiohc beatment A therapeubc response was 
admdged to have occurred m 87 cases, in 13 cases 
die results w'ere doubtful, and m 9 die condition 
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was unresponsive and was considered to be due 
to Mral infection The culture procedure was valu¬ 
able m managing 27 (25%) patients but was found 
to be of no value in the remainder 

Bacteriological Fenb/res—Cultural growth was 
obtained m each of the 109 crses Pure cultures of 
staphylococci were obtained in the control laboia- 
torv from 40 patients and pure cultures of beta 
hemolvtic streptococci from 9'patients In 39 of 
these total 49 cases, more than one organism was 
reported from office culture plates indicating the 
loss of some organisms by the control labor itorv 
or the maccuracv m the office interpretation of 
growth characteristics Twent>'-thiee prtients (22%) 
were found to have gram-negative organisms (Esch¬ 
erichia cull, Aerobacter aerogenes, Proteus vulgaris, 
Pseudomonas aeruginosa) associated with staphylo¬ 
cocci 01 streptococci, oi both Interpretations of 
mi\ed-culture bacterial sensitivity readings m the 
offices were difficult to correlate with the indi- 
viduallv-isolated bacterial sensitivity readings of 
the control laboratory, but, m the majority of cases, 
theie was comparable sensitivity 

Cliloromvcetm almost always produced a laige 
zone of inhibition and was associated with the 
lowest incidence of bacterial resistance The wide 
mhibition zone was not interpreted to be of more 
significance in terms of bacterial sensitivity than 
narrower zones created by other antibiotic disks 
Mam staphylococci mevplicablv weie not inhibited 
bv disks of novobiocin, oleandomvcm, or both 

' Comment 

The results of this studv indicated a serious range 
of eiror (25%) in the empirical piesciiption of 
antibiotics as determined by an inadequate clinic rl 
response and a papei disk sensitivity method In 
most instances, this procedure provided a guide to 
the substitution of effective therapeutic itgents 

It IS beyond the scope of this report to discuss 
the advantages and disidvmtages'of the vinous 
bacterial antibiotic sensitivity methods We ne 
aware of claims of greatei accuracy with sciial 
tube dilution techniques,“ but we hive been un¬ 
able to conceive of i i ipid, simple, me\pensive 
tube dilution technique that would sitisfy office 
requirements Lind ' has questioned the supeiioriU' 
of the tube dilution technique over the disk plate 
method, and he has provided evidence to suppoit 
the use of sensitivity determm ition reports m diag¬ 
nosis and therapy, pnor to the determination of 
specifically identified bacteria Kirby and otheis ’ 
found that, despite the crude biological procediiie 
provided by the disk method, clear-cut results aie 
easily obtainable and provide valuable clinical in¬ 
formation Schhpkoter compared the results of 
several common diffusion techniques with those of 
the test tube method ind found contridicton le- 


sults in 16% of the tests m avhich filter papei disks 
were used Test results for mixed flora are not 
difficult to interpret, and our range of correlation 
between office and control laboratory results dem¬ 
onstrated the practical value of this technique 
Rvan and others ° reported nearly three times more 
reqimed changes of therapy indicated by their 
test paper method than oui studv revealed Their 
figure seems extremely high 

Oui method does not always name the offending 
p ithogen Many colonies on the agar plates could 
not be idenbfied This does not invalidate the 
technique, however, since the antibiotic sensi¬ 
tivities of the unknown colonies w'ere as apparent 
as those of the identified colonies Thus, pneu¬ 
mococci, though not specifically isolated, may W'ell 
have been present Hemophilus influenzae w'as 
not identified 

Summary 

A simple, inexpensive, and piactical antibiotic 
sensitivity determination for bacteria can be per¬ 
formed easily m the physician s office Its use does 
not require a special knowledge of bacteriology, 
and, m most instances, the test will piovide mfor- 
mition of diagnostic and therapeutic value Apiili- 
cition of this test to culture specimens obtained 
fiom 109 patients from office prictices revealed the 
incidence of initial empirical selection of an in¬ 
effective antibiotic to be 25% 
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Asymptomatic Enlargement of 
The Parotid Glands 

Its Diagnostic Significance and Particular Relation 
to Laemiec’s Ciirhosis 

Sfeven Borsnnyi, M D , and Cyrus L Blanchard, M D , Baltimore 


Asymptomatic enlargement of tlie paiotid glands 
m association with a variety of diseases has been 
known for some time, but it is interesting that it 
did not diaw much attention in the past However, 
the increasing numbei of publications, mostly 
European, and dining lecent yeais also American, 
indicates new inteiest in this subject 

Historical Revieiv 

The fiist lepoit appealed in 1905 fiom Sand- 
witli,* on the high incidence of parotid swelling 
in the poorly nouiished fellahm of Egypt, and 
since then manv authors have tiled to associate 
this condition with a wide variety of diseases 
Sandvnth attributed it to chionic paiotitis oi ob¬ 
struction of Stensen’s duct b)' calculi Two decades 
later Miller' confiimed Sandwith’s findings, but 
he related the condition to pellagia In 1934, Big- 
gam and Ghalioungui '' studied the same gioup, 
and they associated the condition with ancylosto¬ 
miasis in Egypt 

In 1911 Fontoynont ’ lepoited a study of seveial 
hundred cases of bilateial paiotid enlaigement 
found in the natives of the high plateaus of Mada- 
gascai He postulated that the disease is heieditaiy 

In 1934 Kenawy ® lepoited a laige group of 
cases of endemic asymptomatic enlaigement of the 
paiohd glands in the natives of the uppei Nile 
valley He found that 65% of the lepoited group 
had pellagia Ten pei cent had manifest or latent 
diabetes, 31% had cnrhosis of the liver (including 
^ 25% with pellagra) and 2% had beriberi 

Deficient nutiition as an etiological factoi in 
asymptomatic paiotid swelling has been empha¬ 
sized in several publications dining lecent years 
It has been observed in the Bantus of Afiica, in 
the mulattoes of Brazil, and m persons fiom several 
undernourished Asiatic nations Davies noticed 
it in patients recoveimg from kwashioikor Paiohd 
enlargement during lecoveiy from malnutrition has 
also been described by several observers m Ger- 

rrom the Department of OtoKnngoIog) University of Mirsla"'' 
School of Medicine 


Painless enlaigement of the jiaiotid 
glands was studied in 21 patients in 
whom this condition was associated uutli 
the clinical signs of hepatic cirihosis and 
a long history of alcoholism In no case 
was any other sahvaiy gland invohed 
Sialography, parotid biopsy, and meas¬ 
urement of tlie resting late of salivaii 
secietion itcie peiformed in each case 
This differential diagnosis is I'aluahlc 
aftei specific paiotid diseases have been 
1 tiled out in dnccting attention to a cer¬ 
tain gioup of conditions iiiclnding latent 
diabetes, livei ciiihosis and pieciiiliotic 
changes Opinions diffei as to the cause 
of the asymptomatic parotid enlargement 
hut nutritional deficiency states and cn- 
dociinc disoideis, oi both, are possible 
factors Histological changes of the pa¬ 
iotid vary little in the diffeient iindeily¬ 
ing diseases and die not definitely 
chaiacteiistic of them 


man, Russian, and Japanese soldieis letuniing 
fiom piison camps following ^Vorld War II 

Asymptomahe swelling of the paiohd glands has 
also been observed in patients uath obesity,® dia¬ 
betes mellitus,® and portal and alcoholic cirrhosis 
Sporadic reports have appeared desciibmg asymp¬ 
tomatic paiohd enlargement in association with 
pregnanev and lactation, ” menopausal states, car¬ 
diospasm,'" th>aoid disease, celiac disease, and 
bacillary dysentery 

Method and Results 

The purpose of this paper is to leport the find¬ 
ings in the parotid glands in a gioup of 21 patients 
shidied who had asymptomahe parohd swelling 
in associahon with alcoholic cirrhosis They had 
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in common a long history of lieavy alcoholic intake 
and the clinical signs of cirrhosis Liver biopsy 
was done in 10 patients, but in the rest of the group 
the diagnosis was established on clinical grounds 
Sialography, parotid biopsy, and measurement of 
the resting saliva flow were performed on all of 
the subjects studied 

The ages of patients m this series ranged from 
28 to 68 years of age There were 15 men and 6 
women in the group Associated findings, condi¬ 
tions besides the currhosis and the parotid swelling, 
were diabetes in two patients and lactation in one 
However, diabetes and lactation have been de¬ 
scribed in association with asymptomatic parotid 
swelling and we believe that, in these two cases, 
the parotid swelling was lather related to the ad¬ 
vanced alcoholic cirrhosis than to the diabetes, 
which was of mild degree None of our patients 
showed my kind of involvement of the other 
salivary glands than the parotids 

The characteristic microscopic findings could be 
grouped as (1) increase in the size of the glandular 
acini due to swelling of the individual acinar cells, 
(2) mciease of the secretory granules in the acinar 
cells, (3) fatty infiltration, and (4) moderate fibrosis 
These findings were not constant in every speci¬ 
men but occurred in a variety of combinations 
The two factors responsible for the enlargement 
of the parotids were the swelling of the individual 
cells and the fatty infiltration The increase of the 
zymogen granules in the acinar cells is very preva¬ 
lent, thus suggesting a hyperfunction of the gland 
The adipose-tissue usually exists in normal pro¬ 
portion, but m a few instances, definite fat infil¬ 
tration was present There is not much fibrosis, 
and it is usually confined to the interlobular septa 
Theie was no evidence of inflammatory cell infil¬ 
tration Hvpertrophy of the acini was present in 
the eailv cases, and fatty infiltration and moderate 
fibiosis were rather characteristic of long-standing 
cases 

In measuring the resting saliva output in the 
groups studied, we found that it was not higher 
than the resting saliva flow in the normal subjects 
How ever,.two of our patients complained of excess 
salivation on eating The average secretion of the 
normal resting parotid gland in young, healthy 
subjects was 0 07 cc ± 2 X per 5 minutes There 
IS a maiked decrease in the secretion of the sahva 
m old ige None of our patients complained of 
dryness of the mouth or showed decrease in flow 
of sahva 

Sialographv w'as performed on all of our patients 
The duct system, filled with lophendylate (Panto- 
paque), gave a characteristic picture in most of 
the cases which ranged from the near normal to 
the picture best described is a ‘leafless tree m 
appearance The number of the interlobular and 
interlobar ducts did not seem to increase propor- 
tionallv ivith the size of tlie gland, which resulted 
in the displacement of the alreadv existing ducts 


farther from each other This indicates cellular 
hypertrophy xvithout tlie development of new 
canals The secretory sialography show'ed normal 
empt 3 mg time xvithout retention of the injected 
radiopaque material 

Differenhal Diagnosis 

Chronic enlargement of the parotid glands may 
be the result of a low-grade, non-suppurative in¬ 
flammation of the glands or the ducts caused by 
a retrograde infection from the oral cavity Others 
believe that many cases of chronic enlargement 
of the parotids are related to a vanetv of such 
allergic phenomena as asthma and hay fei'er 

Mikulicz’s disease is characterized by enlarge¬ 
ment of the salivary and lacrimal glands The histo¬ 
logical picture IS replacement of the interstitial 
stroma by small lymphocytes Dryness of the 
mouth, occasional gastiic disturbances, and dry¬ 
ness of the eyes with severe conjunctivitis help 
to establish the diagnosis 

Theie is an increasing evidence that Sjogiens 
disease and the so-called Mikulicz syndrome are 
essentially the same The chronically enlarged 
parotid and lacrimal glands, the xerostomia and 
conjunctivitis siccus are characteristic of both 
conditions Many patients may also have a dis¬ 
turbance of the endocrine and carbohydiate 
metabolism 

In chronic uveoparotid fever the enlargement of 
the parotids is associated w’lth bilateral indocyclitis, 
prolonged low-grade fever, and sometimes gen¬ 
eralized lymphadenopathy Sarcoidosis also may 
involve the parotids, witliout involvement of the 
uveal tract, but theie ire usually associated skin, 
bone, or lung findings 

Toxic drugs may cause chronic sw'ellmg of the 
parotids Mercury poisoning, lead poisonmg, and 
selective secretion of iodine have been recognized 
as causative factors in parotid swelling Thio¬ 
cyanate treatment for hypertension and thiouracil 
treatment for hyperthvroidism also caused sporadic 
cases of parotid sw'elhng 

Bilateral enlargement of the parotids due to 
neoplasm is extremely rare, but bilateral mrxed 
tumor of the parotids has been described in the 
medical literature Tumors which involve the 
lymphocyte element, such as malignant Ijunphomas, 
may cause bilateral enlargement of the parotids 

Comment 

The incidence of parotid sw'elhng in Laennec’s 
cirrhosis is relatively high It may also affect alco¬ 
holics w'lthout manifesting signs of curhosis but 
wall usually result m the classic form of alcoholic 
cirrhosis Men and women are involved in about 
equal numbers Age distnbution runs parallel wath 
cirrhosis, although it may occur in vounger alco¬ 
holics In our senes it was twace as c-ommon in 
Negroes as in Caucasians This might be attributed 
to social and economic factors and also to the 
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relatively high percentage of Negro patients 
treated at this hospital and the outpatient clinic 
Paiotid swelling m Laennec’s cirrhosis does not 
cause any pain, temperature elevation, or diyness 
of the mouth The parotid glands, winch in normal 
subjects are not detectable, become easily palpable 
The swelling of the parotid glands lesults in a 
trapezoid appearance of the face The enlargement 
of the parotids is usually bilateral and symmetrical 
Stensen’s duct is permeable and its opening is 
normal 

The etiology is not apparent Wenckebach be¬ 
lieved that enlargement of the parotids m avita¬ 
minosis demonstrates one of the peculiar regional 
affinities of the body for the anasaica fluid seen 
m beiibeii Miller,* who studied a large numbei 
of pellagra cases, believed that the parotids hypei- 
trophied to compensate for a pancreatic deficiencv 
due to failure of stimulation because of typical 
gash 1C achlorhydria 

There was concern among several clinicians that 
asymptomatic enlaigement of the parotids in cer¬ 
tain phases of pancreatic diseases is i elated to a 
factoi in the parohd gland that affects carbo¬ 
hydrate metabolism Embryologically, there is a 
similanty between the salivary glands and the 
pancreas, since both are derived from outpocket- 
ings of the enteric canal John” believed that the 
paiotids produce a substance that normally stimu¬ 
lates tlie pancreas to function When tlie pan¬ 
creatic insulinogenic function is impaired, the 
parohds undergo a compensatory hypertrophy 
Whether this factor is antagonistic to insulin oi 
it has a pancreas shmulatmg funchon is debatable 

Bonnm and others explained the hypertrophic 
changes in the parotids in cirrhosis of the liver as 
an adaptation of the glandular tissue to the in¬ 
creased salivary function These authors state that 
the amylase content of the saliva obtained from 
cirihotic patients’ parotids is twice as high as that 
in normal subjects 

Rothbell and Duggan believed that swelling 
of the parotids in alcoholic cnrhosis has the same 
significance as a fatty liver It indicates that the 
nutrition or metabolism is disturbed but does not 


gradually subsided with the improvement in hver 
function and clinical state 

Asymptomatic parotid swelling may also serve 
as an early warning sign of latent diabetes In 
the series reported by Kenawy,* 107. of tlie 
patients with asymptomatic enlargement of the 
parotid glands also had diabetes Half of these 
cases were of the latent type, pioved only by the 
glucose tolerance test 

There is one more interesting feature of asymp¬ 
tomatic parotid swelling Marsden" postulated 
that natives of Malaya with chronic enlargement 
of the parotids resulting from malnutrihon are 
predisposed to develop tumor of the glands This 
observation is worth further investigation before 
a final conclusion can be drawn, however 

Conclusion 

The pathological conditions, which may have in 
common the asymptomatic enlargement of tlie 
parotid glands, may first appear as a heteroge¬ 
neous group of diseases but furtlier analysis of 
these conditions could classifiy them tentatively 
as nutritional deficiency states, mostly those which 
involve protein and vitamins, and endocrine dis¬ 
orders, or both of these Nutritional deficiency is 
an etiological factoi in alcoholic cirrhosis also 
Review of the hteiature and comparison witli the 
lesults of our investigation have brought us to 
the conclusion that the histological changes in the 
parotids show little variance in these different 
conditions and are not definitely characteristic of 
the specific underlying diseases The advantage 
of tlie parotid biopsy is that it rules out specific 
diseases of the glands Functional studies of the 
parotids such as saliva flow and changes in saliva 
constituents are somewhat controversial and im¬ 
practical for everyday practice, but they may pro¬ 
vide useful data in the investigation of certain 
groups of diseases Secretory sialography is a good 
diagnostic aid to rule out specific diseases of the 
parotids The etiology of the asymptomatic parotid 
swelling m this particular group of diseases, in¬ 
cluding alcoholic cinhosis, is not clear in spite of 
the numerous hypotheses 


define tlie disturbance 

The differential diagnostic value of asympto¬ 
matic enlaigement of the parotids lies in the fact 
that It may direct the attention, after specific dis¬ 
eases of the glands have been ruled out, to a cer¬ 
tain group of diseases or conditions Some of them 
may not have even such clinical manifestations 
as alcoholic precirrhotic states or latent diabetes 
do The presence of parotid enlargement is quite 
obvious on routine physieal examination and the 
change in size sometimes may indicate the progres¬ 
sion or regression of the underlying disease In 
the case cited by Wolfe and others, the rapid 
'improvement m hver function was accompanied 
by diminution m parotid size One of oiir Patients 
also showed this phenomenon, his parotid swelling 
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Manpower Salvage with Surgery 
in Pulmonary Tuberculosis 

Col David E Thomas, and Lieut Col Elmore M Aronstam, (MC), V S Army 


The attitude of tlie Army towaid pulmonary tu- 
\berculosis has altered radically Until 1949, a diag¬ 
nosis of tuberculosis meant retirement, irrespective 
of the result of therapy Today, as spelled out in 
'TB MED 236, dated Apnl 22, 1958, section 8, 
it is expected that most soldiers with active tuber- 
losis will be returned to duty durmg treatment, at 
the conclusion of treatment, or after an interval not 
to exceed five years of temporary retirement 

This policy obviously results in a great savmg 
of skilled manpower and taxpayers dollars, and 
there is no question of its value in patients treated 
only with medical measures The worth of surgery 
from the standpoint of soldier salvage must be 
assessed on long-term follow-up to determme if tlie 
effort expended is rexvarded by restoration of the 
mdix'idiial patient as a productive member of soci- 
etx' Witli this ob]echve in view, a research project 
sponsored by the Office of tlie Surgeon General, 
United States Anny, was established at Valley 
Forge Army Hospital Early results of this study 
are contained in the articles of Aronstam and 
Plum ’ and Aionstam and others ‘ This project is 
now completed and the results are clear 

Subjects and Procedures 

Case Selection for Treatment—When initially 
admitted, the patient is evaluated at a therapy 

From the \ ille\ Force Arm> Hospital PhoenixMlle Pa 


Exasional surgery for pulmonary tubercu¬ 
losis was evaluated from the standpoint of 
work rehabilitation on almost 400 patients 
operated on during the period 1 953 through 
1957 The selection and preoperative prep 
aration of patients is explained and the an¬ 
cillary diagnostic benefits of thoracotomy 
are mentioned This study revealed that in 
97% of the patients followed tuberculosis 
has remained inactive, and that 370 of 378 
patients whose tuberculosis has remained in¬ 
active were capable of employment The 
salvage of military manpower for return to 
duty was significant, resulting in monetary 
savings by avoidance of pensions There 
were three operative deaths within 30 days 
of surgery, one patient was never cured of 
her disease, two patients have died of tuber 
culosis, and there have been two other re¬ 
currences 


conference It is determined whether this person is 
motivated to return to dutx' and whether his disease 
IS of such a nature that a successful outcome can 
be anticipated xnthin a two-year period Should 
the answer to both questions be in the affirmatn e. 
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lie IS retained at tins hospital Otherwise, he is 
processed for transfer to a Veterans Administration 
facility on a temporarily retired status and period¬ 
ically reevaluated until final disposition is made 
within a ma\imum of five years All dependents of 
military personnel are hospitalized for treatment, 
irrespective of the status of their disease 
The status of patients retamed for treatment is 
reviewed at intervals in conference, after about si\ 
months of tieatment, should it appear that residua 
of a suigical natuie remam, the patient is presented 
to a medical-suigical review board foi decision It 
IS this gioup, patients who lepresent less than an 
unqualified success witli medical management, 
which IS the subject of this leport 
Vhth the passage of time and increasing confi¬ 
dence in tile efficacy of antituberculous drugs, we 
aie limiting surgical intervention to tliose patients 
who show good evidence of residual cavitary dis¬ 
ease, large areas of atelectatic lung, large residual 
caseous nodules, seveie tubeicular bronchiectasis, 
01 tliick pleural peel with maiked unilateral restric¬ 
tion of respiratory activity The piesent tendency is 
to allow the small caseous nodule and the question¬ 
able cavitary lesion to lemain in the chest 


Table 1 —Tuberculous Patients Operated On and 
Followed Up, 1953 Through 1957 


Tonr Totnl 

A _ - _ A _ ^ 

19j 3 1954 19). 19)0 19i7 No 

Cnso- 93 114 SI S’ )9 432 100 

Totnl tolloHed lip 78 101 78 SO »4 391 91 

Jlllitnn personiipl followed ip (.9 83 .. oS 44 309 


Stngeuj and Its Complications —With raie ex¬ 
ceptions, active-duty peisonnel selected foi suigerv 
have a segmental lesection or a lobectomy A pei- 
son needing pneumonectomy, bilateral excisional 
suigeiy, or one who, due to limiting factois, is able 
to tolerate no more tlian a thoiacoplasty, would not 
be considered a candidate for leturn to duty and 
would not be operated on locally, this statement 
does not apply to dependents 

The complications frequently encountered have 
been persistent air leak, hemothorax, and atelectasis 
These and tlieir treatment have been discussed else¬ 
where “ Suffice it to say that complications fre¬ 
quently occur but can be handled by piopei 


counter-measuies in most cases 

During the five-year period covered m this 
report, 432 patients weie subjected to surgery, with 
three operative deaths xvithm 30 days of surgery 
Two of these were due to Staphylococcus aureus 
pneumonia Persistently progressive pulmonary 
tuberculosis caused one late death, while five otliei 
patients died of causes other than tuberculosis 
Missed Diagnosis -While this repoit is concerned 
with tuberculosis, it is mterestmg to note tliat 
exploratory thoracotomy for diagnosis is becoming 
an increasingly frequent procedure Many of our 
patients are asymptomatic, are originally hospital¬ 


ized on the basis of an incidental chest x-ray and 
were formerly often treated on the basis of roent- 
genographic change m the lungs and a positive 
tuberculin reaction, xvithout bacteriological diag¬ 
nosis We now favor exploratory thoracotomy for 
diagnosis if all else fails and find that, m pleural 
effusion of undetermmed cause, for mstance, only 
40% of the cases prove to be due to tuberculosis 
Decortication for therapeutic indications in what 
were considered to be organized tuberculous pleuri- 

Table 2 -Number of Cures Obtained by Surgery 

Tear 

, -^ , 

19o3 19 j4 19d5 1950 19o7 Totnl 

Xo of pntiDnto followed up 78 101 78 80 54 391 

No of lnacti\e cases followed up 73 99 76 80 50 378 

'"o of cured patients followed up 88 98 97 100 93 97 

tides has levealed such conditions as metastatic 
caicmoma. Staph aureus empyema, and a trapped 
lung secondary to spontaneous pneumotlioiax The 
anal)’sis of results m this report iviU deal only mtli 
patients with pioved cases of tuberculosis subjected 
to excisional puknonaiy surger}’ 

Table 1 lists by year tlie number of patients 
subjected to excisional pulmonary surger)’ foi 
tuberculosis, the number whose course is followed 
by questionnaire or examination locally, and the 
number of militar)’ peisonnel followed up It is 
mteiesting to note the decline in the number of 
pel sons opeiated on This is due to more rigid 
operative criteria, the emergence of the policy of 
opeiatmg only on tliose military personnel who are/ 
motivated to letum to duty and wiU not require so 
much excision of lung tissue that a return to duty 
would seem unlikely, and, although probably to a 
lesser extent, a reduction m tlie size of the army 
Patients were judged to have inactive cases if 
they were asymptomatic had stable roentgeno- 
giaphic findings when reexamined, and maintained 
sputum negativity Table 2 presents tliese results 
It v’ould appeal that the possibility of recurrence 


Table 3 —Work Rehabilitation 


Innctixe 

< iipnl.lc ot cini)Iojment 
Fill! time 
Part time 
Acti\e diitj 
Lnemploj ed 


Tear 


9o3 

19^4 

19oo 

19oC 

19.7 

Total 

73 

IK) 

70 

60 

>0 

378 

71 

93 

70 

SO 

:>0 

370 

42 

51 

41 

29 

15 

178 

4 

0 

7 

o 

0 

19 

17 

20 

20 

43 

25 

131 

8 

10 

8 

6 

10 

42 


)f tiibeiculosis after excisional surger)’ is slight 
rliere have been four recurrences Two of these 
latients died of their disease, and the other two 
ire still hospitalized For practical purposes, the 
ecurrence rate in this series of cases is 1% lo 
ffimmate bias, if any, m our favor, we considered 
the four patients who died elsewhere of other causes 
and one patient hospitalized with _ 

phrenia as not having mactive cases Adding these 
to the inactive cases would give a total percentc g 
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of the rate of cure on the basis of follow-up of 98 
An examination of table 3 reverls tint not all 
those apparently cured are capable of gainful em¬ 
ployment This difference is due to a variety of 
factors such as age, other infirmities, and reduced 
pulmonary capacitx' incident to tuberculosis and 
extensive surgery Not all those capable of gainful 
emplo\mient are employed, some being retired, 
others not finding it necessary to or not desiring to 
work, while a few have been unable to find work 
One patient was never cured, two died of tubercu¬ 
losis, and there have been two recurrences 
The number of soldiers lehabihtrted and re¬ 
turned to duty IS the important statistic from a 
military standpoint A luge number of those le- 
turned to duty are noncommissioned officers and 
officers, persons who represent a large investment 
m training md have valuable military skills With- 

Tahle 4 —Military Rehohihtation 
Tear 

10,3 104 IOj, 10,t, 10>7 lotiil 

No of inilitun personnel 

followetl up fiO S3 I 44 Wj 

No on nctl\e dntv 17 2f 20 43 2.> 131 

% on ncthe duty ii U 3f, 74 Si 42 

out excisional suigerv most of them would have 
been retired In this status, they would have con¬ 
tributed nothing to the Army, and the pension 
bill for the group would have been a significant 
item Table 4 presents the yeir-bv-vear results from 
the standpoint of return to duty 
It is evident tliat the percentage still on duty is 
less during the first three years This is because 
a greater effoit was made during the latei years 
of the study to limit surgery to those who mtended 
to return to duty, plus certain losses among those 
operited on during the earlier years due to failure 
to leenhst, retiiement for years of service, and sep¬ 
arations for other idministrative reasons 

Comment 

Consideration of the results obt lined in this 
study leaves no loom for doubting the value of e\- 
cisional suigeiv m tuberculosis, both is i means of 
controlling the disease ind is an aid m the eco 


nomic rehabilitation of the individual patient These 
results were obtained under ideal circumstances 
and would be difficult to duplicate in any other 
cmironment Our patients were relatively young 
ind selection w'as used m the retention of patients 
for treatment Those who seemed to have too ex¬ 
tensive disease to expect return to mihtar)' dutv 
w’eie trinsferred elsew'here Patient control w'as no 
problem, since thev were subject to military disci¬ 
pline, derelicts, alcoholics, and those w'lth long¬ 
standing fibroid tuberculosis were not included 

The objective of the United States Army Medical 
Service, to return the soldier to duty, is best served 
by including excisional pulmonary surgery in the 
therajreutic aim imentarium for tuberculosis 

Summary 

A five-x'cai follow'-up study of selected active mil¬ 
itary jreisonnel and their dependents reveals that 
excisional pulmonary surgery for tuberculosis, w'hen 
mdicited, lesults in a mortality of less than 1%, a 
cure rate of 97%, and a xvork rehabilitation rate of 
98% imong those u'hose disease remains inactive 
A significant salvage of mihtaiy manpower is ef¬ 
fected lesulting m letention of experienced mih- 
tirv peisonnel on active dutv and avoidance of 
retirement for physical disability Among 391 
cases followed up, there were tw'o lite deaths fiom 
tubeiculosis, one jiatient w'as not cured of hei 
disease bv suigerv, and there have been twm recur¬ 
rences 

Box 232 (Colonel Iliomis) 
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Thirty-four Pregnancies After Repair 
of Stricture of Bile Duct 


JFnltman JFalters, M D , John A Ramsdell, MD 


A senes of 429 patients with stnctiire of the com¬ 
mon bile duct were ojierated on by one of us 
(W W) at the Mayo Clinic from 1924 through 
1958, 269 of diese weie women, about one-half of 
whom were less than 45 ^^eals of age and could be 
considered in the childbearing period The effect 
of childbearing on these patients is impoitant, smce 
gestation by an effect on the livei and biliary tract 
could cause complications during the pregnancy, at 
the time of dehveiy, and in the postpartum period 
A piehminary report concerning pregnancy subse¬ 
quent to repair of strictuie of the common bile duct 
appeared previously * 

An unsubstantiated clinical impression has ex¬ 
isted that pregnancy aftei lepaii for biliaiy stricture 
might cause a flare-up of the hepatitis so frequently 
associated with biliaiy obstniction or even a mal- 
funcfaon of the biliaiy oi bihaiy-mtestinal anasto¬ 
mosis In addition, theie was the effect of an in¬ 
crease in abdominal pressuie fiom the enlarging 
uterus plus possible trauma dunng labor Hence, 
previous to this study, eight patients weie specifi¬ 
cally advised, either at the Mayo Clmic oi at home, 
nevei to become piegnant One patient underwent 
tubal ligation elsewheie, and two husbands had had 
the vas deferens ligated 

Seven of tlie eight patients who were advised not 
to become pregnant had had three oi more surgical 
procedures on the biliary tract These had varied 
fiom choledochocholedocostomy to a double he- 
paticoduodenostomy Seven patients had an elevated 
serum bilirubin level at the time of opeiation The 
results aftei operation foi this small group of 
patients were bettei than average, with five excel¬ 
lent lesults, two good results, and one poor result 
based on criteria lepoited in a previous publica¬ 
tion ■ (Results were consideied (1) excellent xvhen 
the patient lepoited good health and no chills, 
fever, jaundice, or abdominal pain, (2) good when 
the patient reported good healtli and one or more 
of die following symptoms only occasionally and in 
mild degiee fever, chills, pam, and slight or only 
questionable jaundice, (3),fair when the patient had 
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The effect of pregnancy on patients 
operated on for stricture of the bile duct has 
been speculative, and some have been ad¬ 
vised not to risk pregnancy This report con¬ 
cerns 34 pregnancies in 24 such patients 
All infants were normal and in good health 
at birth Fourteen patients had had two or 
three surgical procedures for repair of the 
bile duct and nine had had four or five such 
procedures Fourteen of the 24 patients had 
no ill effects from their pregnancies All had 
had excellent or good results from operations 
on the biliary tract Six, who were having 
signs or symptoms of biliary obstruction prior 
to pregnancy, had moderate symptoms dur¬ 
ing their pregnancies The pregnancies, how¬ 
ever, did not appear to increose the seventy 
of symptoms or jeopardize results of previous 
operations on the biliary tract 


moie fiequent attacks of biliaiy obsbuction but 
was able to work, and (4) poor when one or more 
of the symptoms kept the patient from carrying on 
noimal activities) 

A questionnaiie was sent out to patients in the 
premenopausal age group \vho, we considered, 
could possibly have become piegnant at some time 
aftei the leconstructive operation on the biharv 
tiact Seventy-foui patients replied to our ques¬ 
tionnaire Of this group, 50 reported that thev had 
not become piegnant since the operation 

Pregnancy in Patients Treated 

This report concerns pregnancies in 24 patients 
xvho had either become pregnant or v^ere pregnant 
at the time of operation Two patients were four 
xveeks and five months pregnant, respectively, at the 
time that they were operated on for their stricture 
Eight patients have had more than one pregnancy 
since operation, two patients having had diree preg¬ 
nancies and SIX having had two each There were, 
in all, 34 piegnancies Two patients had premature 
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healthy infants One patient, who had a normal full- 
term pregnancy before operations for the biliary 
shicture, had three miscarriages, two other patients 
were advised to have therapeutic abortions, which 
will be discussed later The lemamder of the patients 
had full-term pregnancies There weie 29 live births 

These patients did not represent a select group, 
for m evaluating die results of their operations for 
strictures, 4 had had excellent results, 12 good re¬ 
sults, 3 fair results, and 5 pooi results Fourteen 
patients had had two or three surgical piocedures 
for repair of the bile duct, and nine patients had 
had four or five such procedures One patient had 
had SIX surgical attempts at repair of the bile duct 
The last surgical proceduies before pregnancy are 
of interest as they further point out the extent of 
the surgical procedures Hepaticoduodenostomy 
had been performed on 12 patients, Roux-Y he- 
patico)e)unostomy on 3, double hepaticojejunostomy 
on 2, hepaticocholedochostomy on 1, choledocho- 
duodenostomy on 3, choledochocholedochostomy 
on 2, and cholecystogastrostomy on 1 However, 
the results have been listed Of interest is the fact 
that at the time of the surgical procedures on their 
biliary tracts, 15 of the 24 patients had grade 3 or 4 
hepabtis or cirrhosis and 20 had elevated values for 
serum hilirubm 

All infants were normal and in good health at 
burth except for two who had transient unexplained 
jaundice foi three days which subsequently cleared 
completely Two infants were born prematuiely at 
seven and eight months One infant weighed 3 5 lb 
(16 kg) One patient had hvo elective cesarean 
sections These were not done because of the pre¬ 
vious operations on the bilian' tiact but rather 
because of a pievious delivery bv cesarean section 
All other deliveries were by the vaginal route and 
u’ere at full term 

Ten of the 24 patients lepoited symptoms not 
ordinarily expected during a normal piegnancy 
These consisted of abdommal pain langmg from 
mild soreness m the right upper quadiant to severe 
pain extending into the back Four patients had 
intermittent episodes of chills and fever, and six 
had intermittent episodes of jaundice The symp¬ 
toms experienced were not related to any specific 
period during pregnancy They were mild m two 
patients, moderate in five, and severe m three In 
one patient with severe symptoms during pieg- 
nancv, acute fulminating purpura developed and 
subsided spontaneously For 10 months after deliv¬ 
ery, this patient was m reasonably good health 
despite an external biliary fistula However, com¬ 
plete biliary stricture then dei'eloped, and the 
jiahent died four weeks later 

In order to see just what additional strain preg¬ 
nancy imposed on any already existing sjanptoms, 
the patients were separated according to whether 
the results of the biliarj' operation had been excel¬ 
lent, good, fair, or poor Four of the 10 patients who 


experienced abnormal symptoms while pregnant 
had had good results from biliary surgery How¬ 
ever, they had an exacerbation of biliary symptoms 
durmg the pregnancy Tliese biliary symptoms were 
mild in two cases, moderate in one case, and severe 
m the other case Severe vormtmg, moderate sore¬ 
ness in the nght upper quadrant of the abdomen, 
and jaundice developed in the last patient and 
prompted the doctor in the patients home locality 
to perform a therapeutic abortion at two apd one- 
half months, with relief of symptoms 

Six of the 10 patients who had biliary symptoms 
during pregnancy had had either fair or poor results 
after surgery The symptoms experienced during 
pregnancy were moderate m four patients and 
severe m txvo The symptoms that occurred during 
pregnancy were similar to those that had occurred 
mtermittently before the patients became preg¬ 
nant One of the two patients with severe symptoms 
continued to have attacks of biliary obstruction 
with jaundice similar to the attacks that she had 
expeiienced before her piegnancy This patient was 
advised bv the doctor m her home locality to have 
a tlierapeuhc abortion in the fifth month and tins 
was done The fetus was reported to have been 
malformed, but no other mformation was available 
This patient has continued to have signs and symp¬ 
toms of intermittent biliary obstniction 

Summary and Conclusions 

About 50% of the women operated on foi stric¬ 
tures of the bile duct at the Mayo Clinic from 1924 
through 1958 were m the childbeaiing part of their 
lives Most of the patients (14 of 24) in this study 
reported no ill effects from their pregnancy and 
carried to full term a normal infant in good health 
All but two of these patients had obtained excellent 
or good results from operations on the biliarv bact 
Six patients who were havmg signs or symptoms of 
biliarv obstruction following biliary suigery had 
svmptoms dunng their pregnancies, these were, foi 
the most part, moderate Pregnancy did not appeal 
to increase the severity or change the naluie of 
ilready-existmg symptoms Four patients with good 
results after operation did have recun ent symp¬ 
toms of biliary obstruction dunng pregnancy Tlios 
of all except one were mild, but when the pug- 
nancy was completed tliere were no signs or symp 
toms of permanent damage to the liver or bdnn 
tract The pregnancy itself did not seem to be 
jeopardized by previous operation on the bih ir\' 
tract Therapeutic abortion, when performed, u is 
for maternal indication only The pregnancies u ei c 
for the most part, full term Spontaneous aboition 
was no more frequently seen tlian it is m the norm \' 
population (3 of 34 pregnancies or 9%) The tol il 
fetal loss, mcluding therapeutic abortions, xvas 5 of 
34 (15%) Tlie course of labor apparently was not 
complicated by the previous operations for biliirv 
stricture 
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M e believe that patients desirous of becoming 
pregnant after operations for stricture of the bile 
duct snould not be discouraged from doing so 
lirovided that their general condition is satisfactory 
and marked symptoms of biliary obstruction or 
cirrhosis are not present Pregnancy was terminated 
only twice in 34 pregnancies because of episodes of 
biliary obstruction 

102 Second Ave, S W (Dr Walters) 
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Pulmonary Alveolar Proteinosis 
with Systemic Nocardiosis 

A Case Repoit 


Burton R Andersen, M D , Robert E Ecklund, M D, and JFilliam F Kelloiv, M D, Chicago 


In a recent aiticle by Rosen, Castleman, and 
Liebow,’ 27 cases of a hitheito undescribed pul- 
monaiy disease were reported, subsequently addi¬ 
tional cases have appeared in the medical liteia- 
ture ® This disease, termed pulmonary alveolar 
pioteinosis, is diagnosed by its characteristic pul¬ 
monary histological features The etiology is un¬ 
known 

The following case is the first report of a dissem¬ 
inated mycotic mfection complicating pulmonary 
alveolar proteinosis 

Report of a Case 

/ 

A 58-yeai-old mulatto man was admitted to the 
University of Illmois Research and Educational 
H^ispitaLs in October, 1958, because of shortness of 
breath of two yeais’ duration 

He was bom in Tennessee, where he lived until 
coming to Chicago at 19 years of age He had been 
employed as a gaiage mechanic, brake shoe grind¬ 
er, and truck driver In 1942 he developed the 
first of several episodes of chills, fever, malaise, 
and productive cough, which generally lasted from 
two weeks to two months In 1956 he developed 
progressive dyspnea, occasional pleuritic pain, and 
severe night sweats Studies for tuberculosis re¬ 
portedly weie negative piioi to his admission, but 
he recently had been told that his chest \-ray v^as 
abnormal 

Family history was not mfoimative The patient 
had smoked about one pack of cigarettes a day 
foi 30 years He had no histoiy of allergy An epi- 

From the Department of Medicine, Beseech ind Eduotiotial Hos- 
■pitals. University of Illinois College of Medicine 


This IS believed to be the first reported 
case of disseminated mycotic infection 
complicating pulmonary alveolai pro 
tcmosjs The patient was hospitalized be¬ 
cause of shortness of breath of two years’ 
duration He had suffered seveial episodes 
of malaise of respiratory oiigin Histo 
plasniin and tuheicidin tests were nega¬ 
tive, sputum cultme and gastiic ivashings 
weie negative for tuberculosis Chest 
x-rays showed diffuse infiltiation of tiny, 
poorly defined nodules throughout both 
lung fields Microscopic study of lung 
biopsy revealed alveolai pioteinosis He 
was hospitalized three months latei u'lth 
hemoptysis, fever, cough, and piofuse 
sweating In spite of repeated thciapv 
with antibiotics, intermittent fever con¬ 
tinued Dining the thud iveek, surgical 
exploration diained an abscess in the left 
flank of pus containing Nocardia astcr- 
oides A previously inoculated sputum 
cultme also grew Nocaidia Treatment of 
the Nocardia infection resulted in ini- 
piovenient of all s)Tiiptonis however, the 
diffuse pulmonaiy lesions remained 


sode of transient jaundice had occurred one month 
following the febrile illness in 1942 

Pliysical examination revealed a moderately well 


no 
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developed and well nourished man in no acute dis¬ 
tress There was no cyanosis, clubbing, pallor, or 
respu-atory distress The chest was symmetrical, 
normally resonant, and evpanded well Shoit, late- 
inspu-atory rhonchi were heard over the right low¬ 
er lobe and dry rales over the left lung The blood 
pressure was 145/80 mm Hg, and the pulse was 
92 per minute and regular No abnormal findings 
were found upon examination of tlie heart and 
abdomen 

^ The hematocrit value was 46% and the white 
blood cell count was 6,600 per cubic millimeter, 
with 74% polymorphonucleai leucocytes The uri¬ 
nalysis showed a specific gravity of 1 020 and a pH 
of 7 0 and was negative for piotein and i educing 
sugars The serum albumin level was 3 9 Gm and 
the globulin was 2 8 Gm per 100 ml The values 
for serum calcium, alkaline phosphatase, and non- 
protein nitrogen were normal Results of histo- 
plasmin and tuberculin skin tests weie positive, 
test results for coccidioidin and blastomycin were 
negative Eight sputum cultures and three gastric 
washmgs were negative for tuberculosis Numerous 
cultures for fungi and bacteria weie negative ex¬ 
cept for several which grew coagulase-positive 
Staphylococcus aureus and Gandida albicans The 
chest x-rays (fig 1) showed diffuse infiltration con¬ 
sisting of tmy, poorly defined nodules with a some¬ 
what linear distribution throughout both lung 
fields 

Pulmonary function studies (see the table) were 
perfoimed by Dr George Saxton and interpieted 

Results of Pulmonary Function Studies 


^ entUntlon 

Mtal capacity (VO) = 2 0 liters (737o) 

iNormai 

80 120% 


1’«ec limed V C =2 2 liters (8o% of total) 

>807o total 


Maximal Breuthint capacity 
(MBC) = 133 liters per min (132% of 
expected) 

Air velocity Index (AVI) = 1 81 = 7<,MBC/ 
%VO 

80 1207 <, 

Distribution 

\l\eolariN, = 2 3% after 7 min of O 2 
Residual %olume (RV) r= 1 jO liters 



Total lung capacity (TLC) = 377o 

<33%. 

Diffusion 

Diffusion of 0_ (DO«) = 10 4 cc 

0 /min/mm Hj, Normal (20 30) 

10 4/1 79 = 0 8 cc 0 /min /mm 

20*30 


Ht, /sq meter of body surface area (BS4) 
M\coll ^pntllated and not diffused = 

23 307o 

>9 

Circulation 

of cardiac output consists of Tenons 
admixture (VA) 

Vrtcrial pO = 72 mm Hg 

Cnl(ulntcd arterial 0 saturation = 93% 
Vrtorlal pCO 5= 44 mm Hg 
\rtcrlal pH (on room ulr) = 7 ^0 
\hcolnr arterial p 02 difference = 22 
mm Hg 

<0% 


as follows Ventilation was mildly restricted with a 
vital capacity 73% of predicted noimal The airway 
resistance was unusually low with a maximum 
breathing capacity of 132% of the predicted vilue 
Areas of lung communicating witli the tracheo¬ 
bronchial tree distributed gases e\'enlv is demon¬ 
strated b\ a nonn il seven-minute nitrogen washout 
Pulmonary gas diffusion was reduced to about 50% 
of noimil as indicated bv the 23 to 30% of venti¬ 
lated alveoli which were not ]ierfused ind bv an 


alveolar capillary diffusion barrier (5 8 cc 0^ per 
minute per millimeter of meicurj^ per square meter 
of body surface area) These findings were consist¬ 
ent with obliteration of some alveolar spaces How¬ 
ever, there also was a suipnsing element of alveo¬ 
lar malperfusion 

Biopsy of the scalene fat pad was not helpful 
Microscopic study of a lung biopsy, done by the 
technique of small thoiacotomy,® revealed alveolar 



Fig 1 —Roentgenogram of chest of patient on admission 
to hospital 


spaces filled with material that took the PAS (peii- 
odic acid-Schiff) reaction and contamed a few fat¬ 
laden maciophages The alveolar septa were thin 
and lined with cuboidal cells Doubly refractile 
matenal was present m the alveoh (figures 2 and 3) 
The pathological diagnosis was pulmonary alveolar 
proteinosis Culture of this tissue was negative for 
tuberculosis and common patlrogens 

Pleunhc pam and fever developed shortly after 
the lung biopsy was peiformed Pneumococci u'ere 
demonstrated m the sputum, and after receiving 
penicillm therapy the fever and symptoms re¬ 
mitted and the patient was discharged 

Two weeks later fever, chills, cough, and pro¬ 
fuse sweatmg reappeared, but now they were ac¬ 
companied by hemoptysis Tlie patient was read¬ 
mitted to the hospital in January, 1959 He uas 
dyspneic and febrile Moist, inspiratory rales were 
heard over the right supraclavicular area An en¬ 
larged hver extended 2 cm below the nght mid- 
costal margin 

During tins second hospital course he ran an 
intermittent fever m spite of repeated therapy with 
vinous antibiotics Leukocyte counts ranged from 
9,400 to 20,000 per cubic millimeter In addition 
to the previously noted densities, his chest x-rav 
revealed an infiltrate penpherallv m the right up- 
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per lobe Bionchogiapbic and bionchoscopic e\- 
aminations were noimal Laminogiams demon¬ 
strated a small cavity in the aiea of this infiltration 
Antitubeiculous theiapy with stieptomycin and 
isoniazid was started although sputum cultuies 
lemaincd negative foi acid-fast bacilli This thei- 
apv did not influence the intemiittent fevei 
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Fig 2 —Photomicrograph of biopsy specimen of 
lung (hematoxj hn-eosm stain) (X 120) 


During the third hospital week the fevei and 
chills became more pi eminent He complained ot 
left lower quadiant pain, and a mass was palpated 
m the left flank At surgical exploration the mass 
was found to be an abscess containing about 5U cc 
of pus A heavy giowth of an aerobic, ^cid-tas , 
mouse-pathogenic micro-organism identified as 
Nocaidia asteroides was obtained fiom the cultures 
of the pus Two sputum cultures which weie in¬ 
oculated prior to drainage of the 
Nocardia astero>des With ^eatment .nth tetiacv 
chne and sulfamethoxypyndazine, 2 Gm of eacn 

per day by mouth, and 45 drops daily of a satu- 
Tuted solution of potassium iodide, the f^vei and 
chills promptly abated The patient gamed weight 
and felt better The cough and hemoptysis gradu 
allv remitted The infiltrate m the right upper lobe 
Ss rSoived and the cavitv closed Hoss*ve., 
the diffuse pulmonary lesions lemained uncha g 
Administration of sulfamethoxypyndazme wa 
stoppXfS two weeks because of the appearance 
nf nresumed drug fever, probably caused by the 
high dosage Tetracycline therapy was continue 


for a total of six weeks The patient has remained 
well except for an episode of pneumococcic pneu 
monia in August, 1959, which responded promptly 
to treatment On his latest clinic visit in November 
1959, he had minimal dyspnea and no evidence of 
infection, but the x-ray changes persisted 


Comment 


This patient’s complaints weie piedommantly 
related to piogiessive ]iulmonaiy insufficiency, with 
cough and modeiate sputum production Such 
svmptoms as well as lecuirent bouts of pneumonia 
have been described in most patients with pulmo¬ 
nary aveolar proteinosis The clinical course, how- 
evei, has no distinguishing features 

This man’s chest x-ray showed diffusely radiat¬ 
ing, finelv nodulai densities, somewhat resembling 
puimonaiy edema, and was quite compatible with 
the changes originally desciibed in pulmonary al 
veolar proteinosis ' X-rav changes of this extent 
which are associated with onlv mild respuatory 
symptoms have usually led physicians to suspect 




This is bclid\ 
case of disscmirits' 
complicating pulmuA i 
teinosis The patient 
cause of shortness of 
.iration P ^ 
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Fig 3 -Photomicrograph of biopsv specimen^°f 


lung Note “foam cells” in alveolai space (hem 
to\yhn-eosin stain) (X 240) 


saico.dos.s Thus, theieus 

opsy 111 such instances since a e i j^,adc 

of pulmonary alveolar proteinosis can be 
onh^ after histologic study of the lung 

Pievious morphologic , terminal air 

tissue have reported many a filled with gran' 

passages either partially or solidlv filled uitn g 


Vol 174, No 1 


NOCARDIOSIS-ANDERSEN ET AL 


31 


ular, amorphous, material which may be laminated 
m areas and which is pink on hemotoxyhn and 
eosm preparation and consistently PAS-positive 
Tlie intra-alveolar matenal resembles edema fluid, 
but it appears more dense, suggesting a higher pro- 
tem content In addition, many alveoli contain 
“foam cells” which may be degenerating septal 
cells that have proliferated and separated from the 
alveolar walls The septa, however, do not appear 
abnormal Inflammatory changes are absent Ref¬ 
erence has been made to the morphologic similar¬ 
ity of this entity, to Pneumocystis carinii infesta¬ 
tion of the lung However, careful search in several 
reported cases has failed to demonstrate this or¬ 
ganism ‘ Furthermore, the clinical course of pul¬ 
monary alveolar proteinosis is unlike that of pul¬ 
monary pneumocystitis 

In attempts to establish the nature of the intra- 
alveolar material, chemical analyses of pulmonary 
tissue have revealed an increased lipid content 
and decreased protein ‘ Tlius the name, pulmonary 
alveolar proteinosis, seems appropriate only m 
respect to the proteinaceous appearance of the 
intra-alveolar material X-ray difiraction of ashed 
pulmonary tissue has shown crystals of sodium 
phosphate, and other unidentified elements 

To date, morphologic and clinical evidence indi¬ 
cates that this IS predominantly a pulmonary dis¬ 
ease This has caused most physicians to look for 
an inhalant or an aspirant as the causative agent 
However, the occupations and geographical back¬ 
grounds of reported cases have been diverse The 
original report suggested wood dust as a possible 
cause, but subsequent cases have failed to confirm 
the importance of this factor The environments to 
which these patients have been exposed have often 
contained the usual potentially irritating fumes 
and dusts Nevertheless, it seems unlikely that irri¬ 
tants of such common and ubiquitous nature are 
responsible for a disease which is so rare and ap¬ 
parently so new 

No micro-organism has been recovered with suf¬ 
ficient consistency to suggest that a bacterial or 
fungal agent is the underlying cause of this disease 
However, it appears that tliese patients are unusu¬ 
ally susceptible to pulmonary infection The possi- 
bilit\' that this disease represents an unusual 
response to an infectious agent is an interesting 
but unlikely hj'pothesis To the contrary, this dis¬ 
ease may owe its current form to the relative 
freedom from infection that modem antibiotic 
therapv affords, when m a previous era a patient 
would have succumbed from infechon before the 
histologic changes became fully manifest 

Other reports refer to a variety of pulmonary 
fungus mfections which have complicated this 
condition Nocardiosis has been found twnce and 
cnqitococcus once ' Candida species have been cul¬ 
tured from the sputum of six cases ■■ and tubercu¬ 


losis has occurred onceAfter the diagnosis of 
pulmonary alveolar proteinosis was established, 
this patient developed pulmonary' and systemic 
nocardiosis xvith permepliric abscess This appears 
to be the first reported case of disseminated mycot¬ 
ic infection associated m itli pulmonary alveolar 
protemosis 

The reported course of tins disease has been 
variable Although the condition is usually pro¬ 
gressive, and sometimes fatal, spontaneous improve¬ 
ment apparently has occurred “ Therapy has been 
without appreciable effect except when given for 
specific complicating infections Despite reported 
improvement associated witli adrenocortical ste¬ 
roid therapy,^* such treatment seems hazardous in 
view of the recurrent and serious infections to 
which these patients are disposed 

Addendum 

Sections of formalin-fixed sputum weie prepared 
as described m a recent report by Carlson and 
Mason ® Examination of tins matenal revealed PAS 
staining matenal, but the microscopic appearance 
was not suggestive of the pulmonary microscopic 
changes 

840 S Wood St (12) (Dr Andersen) 

Biopsy studies were earned out by Dr Conrad Pirani, 
Department of Pathologv University of Illinois, and Dr 
Avenll A Liebow, Department of Pathology, Yale Umversity 
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Auscultatory Acumen in the General 

Medical Population 

J Schtt Biitterivortli, M D , and Edmund H Reppert, M D, Neiv York City 


Cciidiac auscultation has become more important 
tlian evei as a precise diagnostic tool as a result of 
recent studies con elating the auscultatoiy findings 
with caidiac dynamic^ Many specific examples of 
this might be cited, but perhaps the relation of the 
delay in tlie pulmonic component of the second 
sound to the pressme gradient across the pul- 
monaiy artery in pulmonic stenosis is as well ac¬ 
cepted as any 

We became mteiested m testing the ability of 
physicians to make cardiac diagnoses by ausculta¬ 
tion alone in 1953, when we had an oppoitumty to 
evaluate a group of internists taking the subspe- 
cialty examinations in cardiovasculai diseases Since 
that time, we have tested large numbeis of peisons 
in all walks of medickl life, from students to spe¬ 
cialists More recently we have analyzed the auscul¬ 
tatory acumen of groups at the Ameiican Medical 
Association Meeting ih Atlantic City m June, 1959, 
and at the meeting of the American Heart Associa¬ 
tion in Philadelphia m October, 1959 This repoit 
covers primarily the results of this lecent studv 

Material and Methods 

Auscultatoiy ability was tested by using tape 
lecordings of 15 “unktiowns ” The equipment used 
had been devised to reproduce heait sounds and 
murmurs aS close as possible to those which the 
physician is accustonied to hear through his own 
stetlioscope The sounds from the tape were pre¬ 
sented to feach physician through an individual 
stethophonO, and thi^ same sound was shown on 
the face of a laige oscilloscope, so that the visual 
pattern of tlie sound 6ould be seen simultaneously 

Each person taking the test was given a papei 
containing all the answers, and it was only neces¬ 
sary for him to match the correct numbei of the 
answer with the alphabetical designation of the 
^"unknown ” It should be pointed out that the test 
was on a purely voluntary basis and no selection 
was made except for the necessity, at times, of in¬ 
dividuals standmg m line awaiting turns at one of 
the 10 stethophones The latter is mentioned only in 
that it shows definite motivation o n the part of the 

From the New Xork Universit> Postgrnduntc Mcdicnl School, Uni- 
\ er<iit> Hospitil 


Nine hundred and thirty-three physicians 
have been tested to evaluate their ability to 
make cardiac diagnoses by auscultation 
alone Fifteen "unknowns/' recorded on tape 
and played back" through individual stetho 
phones, with simultaneous presentation of 
the visual pattern of the sound on the face 
of an oscilloscope, were used for the test 
The "unknowns" Were all classic examples 
of common normdl and abnormal ausculta 
tory phenomena and had been pre-tested to 
assure fidelity of reproduction and the ability 
of physicians with adequate training in 
auscultation to identify the examples readily 
The highest scores were achieved by those 
physicians who had been certified in the 
subspecialty of cardiovascular disease while 
the lowest scores were made by physicians 
without specialized training who had been 
in practice for mote than 20 years 


person m waitmg foi periods as long as an hour to 
take the test 

The “unknowns” \<'ere considered to be good 
examples of common auscultatoiy findings which 
should be easily recognized by r auscultation alone 
They consisted of the 15 simplest examples we 
could find in our library of he ut sounds The fol¬ 
lowing sounds were used pin siological splitting of 
the second heart sound, systolic click, complete 
heait block, opening snap of the mitral valve in 
mitral stenosis, presystolic murmur of mitral steno¬ 
sis, holodiastolic rumble of mitral stenosis, mitral 
insufficiency, mitral insufficiency combined with 
mitral stenosis, aortic stenosis, aortic insufficiency, 
patent ductus arteriosus, pulmonic stenosis, and 
pericardial friction rub 

No identification of the physicians taking the test 
was required, but they were requested to check one 
or more of the following categories third-year med¬ 
ical student, fourth-year medical student, intern, 
resident, fellow, practice of medicine (including 
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number of years in prachce), certification by the 
American Board of Internal Medicine, certification 
by' the Subspecialty Board in Cardiovascular Dis¬ 
ease, or other types of specialized training 

Results 

Five hundred and twenty-three individuals were 
tested during the Convention of the American Med- 



UNKNOWNS CORRtCT 

Fig 1—Distribution cunes obtained bj testing 523 
physicians at Atlantic City meeting of American Medical 
Association in June, 1939, and 410 physicians at Phila 
delphin meehng of Amencan Heart Association in October, 
1959 There was total of 15 ‘ unloiowns ’ Number of ‘ un 
knowns interpreted correctly is indicated on horizontal axis 
and number of physicians involved is indicated on vertical 
avis Solid line represents group at A M A and dotted line 
group at A H A Vertical lines for each group indicate 
mean for that group 


of 15 unknowns, and the mean for the AHA was 
10 39 correct of the 15 unknowns 

Other correlabons are shown in the table, where 
the means for the various combined groups are 
given In this tabulabon, the two groups, totaling 
933, were thrown together and the analysis was 
made on the basis of degree of training 

No attempt has been made to treat the data sta¬ 
tistically since some of the groups were obviously 
too small to be significant, but we feel that general 
trends can nevertheless be discovered 

Comment 

We well recognize that although the tape record¬ 
ings and method of presentabon were constant, 
many variables and intangibles sbll remain We 
feel, however, that tliese variables do not seriously 
interfere with the results of the test since we have 
used previously different “unknowns” on tape on 
similar groups and have found almost identical re¬ 
sults It could be argued that the reproducbon of 
the sounds was not realisbc, yet 62 physicians of 
the total of 933 made a correct diagnosis of all 15 
unknowns, and thus it must have been possible for 
them to recognize easily and quickly the sounds 
and murmurs 

We are also aware that the interpretabon of the 
simultaneous visual pattern of the sounds with the 
auditory perception may be confusing to some phy¬ 
sicians without previous experience with this meth¬ 
od, but we have found tliat, with rare exceptions, 
this is an easy transition Some may feel this is not 
a fair test, since actual pabents are not used, but 
tins should enhance rather than weaken the ac¬ 
curacy in tesbng only auscultatory acumen smce 
no clues were provided by ancillary diagnosbc 
methods 

In Figure 1 it will be noted that the curve of 
correct diagnoses made by a group of physicians at 
the A M A meebng (which contained more gen- 


Combined Data for Both A M A and AHA 
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American Board ot Internal Medicine and Subspeclnlt\ Board In Cnrdlo^n cnlar Di en^e 
t American Board of Internal iledlclne only 


ical Associabon, and 410 dunng the meebng of 
the American Heart Associabon The former lasted 
four and one-half days and the latter three days 
Figure 1 indicates the results in tliese bvo groups 
The mean for the A M A group u'as 7 42 correct 


eral practitioners) is almost a pure bell-shaped dis- 
tribubon curve In fact, we expect that this is the 
form of curve that would be obtained if adequate 
tesbng methods could be devised for tesbng such 
a group m any subject The deficiency in this partic- 
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ulai discipline would seem to indicate that post- 
giaduate education in auscultation is needed for 
those with pool test scoies (ovei one-half of the 
geneial medical population) 

The table shows the combined data for both 
gioups while Figuie 2 shows the means for the 
vaiious gioups subdivided into tiaming categoiies 
The highest group, with a mean of 11 87, was the 
group who had been ceitified by the American 
Boaid of Internal Medicine and in addition by the 
Subspecialty Boaid in Caidiovascular Disease This 
is ceitamly not unexpected oi suipiismg Almost as 
high (mean, 11 72) was a small gioup of Fellows 
This pel haps is also not suipiisiiig since these indi¬ 
viduals with advanced tiaining, paiticulaily in car- 
diovasculai disease, would natuially giavitate to 


in piactice, howevei, the mean fell to 7 45 for the 
lO-to-19-yeai group and 6 42 for the group of those 
who had been in piactice for 20 yeais or more 
While several inteipretations can be placed on 
these data, there seems to be no doubt that in¬ 
creased training in a specialty leads to greater 
diagnostic ability m that specialty We were pleased 
to note that persons in the younger age gioups who 
are now being tiained (third- and fouith-yeai med¬ 
ical students and mteins), and the group of prac¬ 
titioners who have been trained within the last 10 
years, did much bettei than those who received 
their training moie than 10 years ago This may 
indicate that tlie medical schools and hospitals aie 
doing a better job in tiaining young men in the art 
of auscultation of the heart 
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Fig 2—Means for several gioups—entire total of 933 physicians divided by degrees of tiaining Scale below lepicsenrs 
number of unknowns which were interpreted correctly (scale is expanded) Arrows represent means of the vanous grom 
Thus, mean for group of those in practice for 20 >ears or more was 6 24 correct of 15 unknowns, or 410% Hignes 
gioup on scale were diplomates m caidiovascular disease who bad a mean of 11 87 or 79 1% correct Other groups vnriet 
between these extremes 


tiv the test and aie piobably the ones who later 
become ceitified in the subspecialty of caidiovas- 
culai disease Next down the scale were those cei¬ 
tified by the Ameiican Boaid of Internal Medicine 
(mean, 1018) and lesidents (mean, 10 02) Third- 
and fouith-yeai medical students and the gioup of 
inteins were about equal, but these gioups were 
quite small and too much significance should not 

be attached to the results 

When we examined the gioup in general prac¬ 
tice, which was arbitrarily divided into those who 
had been in practice from under 1 to 9, 10 to 19, 
and over 20 years, we found considerable variation 
in the means Those m practice up to nine years 
had a mean of 8 76, which was close to that of the 
medical students and interns With increasing years 


Conversely, it would appear that men trained 
jpiior to the last 10 years received poorer training 
in this particular discipline and would also seem to 
indicate that postgiaduate education in ausculta¬ 
tion IS needed 

Summary 

Results of testing 933 physicians, with use of 15 
"unknown” tape recordings of common auscultatory 
findings relating to the heart, were tabulated ac¬ 
cording to degrees of training and years in the 
practice of medicine 

104 E 40th (16) (Dr Buttenvorth) 

The educational cardioscope used in this study u is 
provided by tlie Cambndge Instrument Company 
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Autogenous Vaccine Therapy in 
Staphylococcic Infections 

Kenneth L McCoy, M D , and 
Eugene R Kennedy, Ph D, Washington, D C 


Can the patient s defense mechanism be used to 
aid in the treatment of persistent infections due to 
staphylococci? Our answer is yes Tlie medical pro¬ 
fession’s expenence with staphylococcic vaccine 
has resulted in the judgment that it has doubtful 
value Authors report no success, little benefit, or 
only occasional patients benefited ivith its use The 
result of these conclusions is a lack of interest in 
this form of therapy We have learned that tlie 
method of preparation of the vaccine is important 
for antigenicity This contribubon presents our 
experience with autogenous vaccine m a one-yeai 
period and describes the method of manufacture 

Clmical Experience 

During the past 10 years, we have used auto¬ 
genous staphylococcic vaccine as a therapeutic 
agent This contnbution will consider 60 consecu¬ 
tive cases that occurred in a 12-month period during 
1958 and 1959 Fifty of the patients had furuncu¬ 
losis and were treated on an outpatient basis Of 
10 who were treated as inpatients, one had osteo 
myelitis of tlie mandible, 2 postoperative wound 
infechons, 2 septic bursibs and septicemia associ¬ 
ated with cortisone mjections, and of 5 patients with 
extensive furunculosis, 2 had massive carbuncles 

In each case, the causative oiganism xvas coagu- 
lase positive Staphylococcus aureus Antibiotic sen- 
sitivit)' tests were performed in each mstance, al¬ 
though we consider the mformahon to have no 
validity m evaluating eitlier the virulence of the 
organism or the effectiveness of the vaccine ther¬ 
apy One group of 12 patients had an organism 
sensitive to all antibiotics tested A second group 
of eight patients had an organism resistant to peni- 
cillm and sensitive to all other antibiotics tested 
In 40 instances the orgamsm was sensitive to chlo¬ 
ramphenicol (Chloromycetm), neomycin, novobio¬ 
cin, and oleandomycm, resistant to penicillin, 
aureomycin, streptomycin, and oxytetracychne 
(Terramycin), and variably sensitive or resistant to 
nitrofurantoin (Furadantin) and erythromycm 

From Ihe Department of Pntliolog> Pro\ndencc Hospital 


Sixty cases of staphylococcic infection 
occurring during a 12 month period were 
treated with vaccine therapy and evaluated 
as follows 5 cases of failure, 11 cases of 
improvement, and 44 cases of excellent re 
sponse The antigenicity of the vaccine de¬ 
pended on the use of a mild killing agent, 
avoiding subculture of the vaccine strain, 
standardizing the vaccine density before 
killing the organisms, and shaking the vac¬ 
cine cell suspension during the incubation 
period Autogenous vaccine prepared in the 
manner described offers a valuable thera 
peutic agent for recurring, persistent severe 
infections due to staphylococcic organisms 


The results of therapy were evaluated as follows 
Excellent response” indicates a rapid clearing of 
the mfection and freedom from reinfection foi a 
period of six montlis or longer “Improvement” in¬ 
dicates an mitially favorable response, with a re- 
curience of tlie infection that could be controlled 
by repeated vaccme injections “Failure” means no 
observable beneficial effect from the vaccme The 
attending physicians evaluated the therapy by the 
above criteria The lesults were 5 cases of failure, 
11 cases of improvement, and 44 cases of excellent 
response 

Clmical Illustration 

Case 1 —An obese woman, aged 36, was hospi¬ 
talized because of a large carbuncle of the buttock 
and extensive furunculosis In the previous three 
montlis the patient had received extensive antibiotic 
therapy, mcludmg penicillm, chloramphenicol, and 
streptomycm, without benefit Local measures, such 
as cleanlmess, use of hexachlorophene (pHisoHex) 
soap, disposal of dressings, and other general home 
sanitarx' measures, had been used The large car¬ 
buncle was incised and drained At the time vac- 
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Cine tlieiapv was instituted, the patient counted 
about 200 fill uncles The lesponse was dramatic, 
and tlie patient has been fiee of infections foi eight 
months to the time of wilting 
Case 2 —A 29-yeai-oId man, a cement woiker, 
had extensive and lecuiient mfections of the hands, 
foreaims, and arms During the previous six 
montlis, local therapy, antibiotics, and protective 
ineasuies against the iiritation of wet cement weie 
not helpful A course of vaccine theiapy was given 
The infections cleaied and did not lecur foi one 
year Subsequently the mfections leappeared, and 
a second couise of vaccine was given The response 
was good, with no lemfection during the past foui 
months to the bme of writing 

Case 3 —A 51-year-old man undeiwent a subtotal 
gastrectomy foi peptic ulcei and developed a 
wound infection This infection spiead to the peii- 
toneiim u'lth lesultant peritonitis, followed by an 
mhahepatic and subdiaphragmatic abscesses He 
was stienouslv heated with antibiotics and geneial 
suppoitive measuies, to little avail The patient 
had a stoimy clinical course, and in 30 davs his 
weight diopped fiom 172 to 90 lb (78 0 to 40 8 kg) 
He was reopeiated on, and the subdiapliiagmahc 
abscess, the intrahepatic abscess, and the peiito- 
neum weie diained Vaccine therapy was mstituted,^ 
consisting of dailv injections foi 10 days and 
theieaftei on eveiv 3id day The response was 
excellent The infection was biought under con- 
tiol within two weeks Aftei discharge from the 
hospital, the patient’s condition continued to im- 
piove and, at the time of writing he weighs 140 lb 
(50 3 kg) and has i etui ned to woik 
Case 4 —A 34-yeai-old M'oman saw hei physician 
because of a iiainful shouldei An injection of corh- 
sone was given and lepeated the next day Two 
days latei she was hospitalized with severe infec¬ 
tion of the shouldei and a tempeiature of 102 F 
(38 9 C) Six blood cultuies were all positive foi 
staphylococci Two days latei she complained of 
dyspnka, which became progressively severe and 
requiied the use of an oxygen tent She was given a 
diagnosis of multiple septic emboli to the lungs 
Vigorous antibiotic theiapy was administered, but 
clinical impiovement was not observed One week 
after admission and m conjunction with tlie anti¬ 
biotics, vaccine theiapy was instituted Aftei foui 
days, the patient demonstrated clinical impiove¬ 
ment, with a diop in temperature, a decrease of the 
dyspnea, and a deci eased toxic state Undei the 
combined theiapy, impiovement continued, and the 
patient was dischaiged after three weeks 


Preparation of the Vaccine 

The surface of a pyogenic lesion is cleaned with 
an aqueous solution of benzalkonium (Zephiranj 
chloride 1 1,000 The lesion is opened by means ot 
sterile teclmique The material to be cultured is 
transfeired by a steiile swab to a trypticase soy- 
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agar slant If anothei medium is to be inoculated 
fiom the same swab for study purposes, it is 
important first to inoculate the slant for the vaccine 
In this way, the greatest amount of matenal from 
the lesion is piesent on the slant Incubate the cul- 
tuie at 37 0 C (98 6 F) for 18 to 24 hours Harvest 
the staphylococci bv aseptically adding about 5 ml 
of sterile, pyiogen-free isotonic sodium chlonde so¬ 
lution to the slant, next, replace the plug and ro¬ 
tate the tube between the palms Use a sterile sy- 
imge and needle to tiansfer the heavy suspension 
to a sterile test tube Dilute with a volume of pyro- 
gen-fiee isotonic sodium chlonde solution sufficient 
to yield a final concentration of 600 million organ¬ 
isms pei millilitei The standaidization of vaccine 
density is accomplished by comparison with tube 
no 2 of the McFarland standards Transfer about 
15 0 ml of the standai dized suspension to a sterile 
vaccine vial, and add 2 5 ml of colorless benzal¬ 
konium chloride solution (1 1,000) Vigorously shake 
the suspension and place it m an incubator at 37 0 
C (98 6 F) for thiitv minutes During this period 
shake the vaccme two oi tlrree times After incuba¬ 
tion, test the vaccme for sterility by inoculating, 
lespectivelv, 0 01, 0 05, 01, 0 5, 0 75, and 1 0 ml of 
vaccine into six tubes containing 6 ml of sodium 
thioglycollate broth The vaccine is labeled and 
stored m the refrigerator-at 4 0 C (39 2 F) until 
leady foi use In the usual situation, the thioglycol¬ 
late tubes are incubated for seven days, and, if ster¬ 
ile, the vaccine mav be released for use In the 
10 veais in which the vaccine has been prepaied 
with this technique, we have never found a vaccine 
tliat was not steiile 

Immunization Schedule 


All injections of the vaccme are given intracu- 
taneouslv, usually in the foi earm or arm The injec 
tions aie given turn oi three days apart for a total 
of 10 injections The 1st injection is 0 01 ml, the 
2nd, 0 03 ml, the 3rd, 0 05 ml, and the 4tli tlirough 
the 10th are 0 08 ml each When the clinical con¬ 
dition so indicates, as in cases in the categor)' 
“improvement,” a second couise of vaccine is given 
This consists of five injections given at four-to- 
seven-day intervals 

No systemic reactions have been observed due to 
the vaccme The most severe local reaction ever en¬ 
countered consisted of an erytliematoiis area no 
greater than 12 to 15 mm in diameter 

Comment 


Man must possess a high resistance to staphylo- 
ccic infections, because, despite the frequency o 
)st-bactena contact, there is a low incidence ot 
raical mfections Recent evidence supports this 
.ncept Neter and associates' have recendy dem- 
istrated a high incidence of Rantz antibodies 
apbylococci m all groups studied 



Vol 174, No 1 


VACCINE-McCOY AND KENNEDY 


37 


Most staphylococcic infections respond readily to 
the usual modes of therapy One can group the 
commonly used procedures into three parts which 
are carried out simultaneously The first is the 
judicious use of antibiotics based on one’s personal 
experience or as indicated b\^ antibiotic sensitivity 
studies The second is the use of local procedures 
such as incision and drainage, medicinal cleansing 
agents, occlusive dressmgs, and hot compresses 
The third is the institution of measures to control 
the patient’s environment, mcluding sanitaiv meas¬ 
ures m the home aimed at eliminating dust and 
air-bome dissemination of bactena, removal of irri¬ 
tating or allergic factors, and control of contact 
with carriers These measures should be vigoroush 
applied for a reasonable period There will be a few 
patients who fail to respond to the above treatment, 
an'd these cases present an extremely difficult prob¬ 
lem m therapeutic management 

Autogenous vaccme therapy is mdicated for pa¬ 
tients whose disease persists, recurs, or extends 
after adequate treatment with antibiotics, local 
measures, and correction of mdicated factors in 
the environment From our experience with vaccine 
therapy m tliese cases, one would ex-pect about the 
follomng results 73%, excellent response, 18%, im¬ 
provement, and 9%, failure 

Occasionally, while treatmg a patient with autog¬ 
enous vaccme, we have found it wise to use the 
vaccine for other members of tlie family or for 
other persons m an institution The indication for 
use of the vaccme in these instances is as an ad¬ 
junct to environmental control One encounters 
situations m the home or in an institution where 
several persons are mvolved, with resultant periodic 
outbreaks of infections In 1957, we were faced 
with an infection problem m a home for orphans 
which was finally brought under control by use of 
I'accme on a large number of the group 
The rationale for the use of autogenous prepara¬ 
tions has been amply verified in recent years by 
the numerous reports of differences in strain and 
type in staphylococci, as shown by the many recog¬ 
nized bacteriophage types It is a reasonable infer¬ 
ence diat, since various strains and types differ 
antigentically, they therefore require a specific anti¬ 
body for successful treatment The autogenous pre¬ 
paration will satisfy this requirement We have had 
patients who benefited from an autogenous vaccine 
and later developed new infections, for which 
a second course of the original vaccine produced 
no benefit Thereafter, an autogenous vaccme pre¬ 
pared from the new lesions produced an excellent 
result Important subtle vanations m the strain of 
staphylococci are significxint m the antigenic prop¬ 
erties of the vaccine and in the antibodies pro¬ 
duced It is our opmion that the antibodies 
produced must be specific for die strain of staphy¬ 
lococci, if the anbbodies are to be effechve 


For occasional cases of extensive staphylococcic 
infection or in critically ill patients we have started 
vaccme therapy with a poljwalent vaccine while 
awaihng preparation of the autogenous vaccine 
The polyvalent vaccine was prepared by pooling 
a large number of autogenous vaccmes Some pa¬ 
tients have received two or more injections of the 
polyvalent vaccme, the couise being completed 
with the autogenous vaccme In these patients xve 
have also given daily injections of the vaccme in 
stead of spacing them over every second or thirfi 
day The practice of initiating vaccination until 
polyvalent vaccme and daily injections has given 
good results in severely ill patients 

We have observed that the results of the use of 
autogenous vaccme m osteomyelitis are uniformly 
pool and are disinclined to tieat such patients 
We have not had occasion to use the vaccine for 
central nervous system infections In othei staphy¬ 
lococcic infections of either the superficial or sys¬ 
temic type, the results have been good 

This autogenous vaccine appeals to have good 
antigenicity and stimulates antibody production, as 
judged by the clinical results As is true with other 
anbgens, the ability of the individual person to 
respond varies, thus we are not surprised bv some 
failures with this vaccme Agar-gel diffusion studies 
(Oudin technique), with rabbit anbstaphvlococcic 
anbbodv as internal reactant and vaccine as ex¬ 
ternal reactant, have indicated that tlie vaccine 
contains a soluble antigen in addition to the cellular 
elements and that the concentrabon of this anbgen 
increases with the age of the vaccine The signifi¬ 
cance of the soluble component is not known at 
present, and studies to determine its relationship, 
if any, to staphylococcic toxan are in progress We 
are now studymg the individual subject’s anbbodv 
response to tlie vaccines by means of the column 
diffusion technique of the patient’s serum against 
the vaccine Tubes are set up prior to injection of 
tlie vaccme and again after the course of x'accine 
has been administered 'These studies indicate a 
definite anbbody response This work will be re¬ 
ported on later, after a sufficient number of cases 
have been studied 

Our experience with autogenous vaccine in 
staphylococcic infections has demonstrated to us 
the importance of tlie method of preparabon De¬ 
tails of the preparation of the autogenous vaccme 
which we consider to be crucial mclude (1) sub¬ 
stitution of a minimal quantity of a mild kdling 
agent for the usual drasbc denatunng effect of heat, 
(2) preparabon of the vaccine with original exaidate 
material from tlie lesion and uathout transplanbon 
or subculture to minimize changes m the bactenal 
cells due to artificial culture mediums, (3) standard- 
izabon of vaccine densib' before killing the cells 
to give a more accurate estimation of die foreign 
material used m immunizabon injecbons than is ob¬ 
tained when standardizabon is earned out after 
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killing and pieseivation of tlie cells, and (4) peii- 
odic shaking of the vaccine during incubation to 
contiibute to autolysis and libeiation of cellular 
elements (endotovms^) The vaccine so piepared 
has good antigenicitv, as demonstiated by clinical 
lesults We believe the medical piofession’s low es¬ 
teem of staphjdococcic vaccine has been due to 
' methods of vaccine piepaiation which lesult m low 
antigenicity 

Summary 


jama, Sept 3, 19G0 


peutic agent Theie aie certain clinical situations 
m which use of autogenous vaccine is indicated 
The results of tlie use of vaccine in 60 patients 
treated in a one-vear penod were failure in 5 im- 
piovement m 11, and excellent response in 44 in¬ 
stances 

llSOVamumSt N E (17) (Dr McCoy) 
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The Management of Extensive 
Cutaneous Burns 

Thomas E Lynn, M D Green Bay, IFis 


The possibility of future atomic waifaie and the 
high mcidence of theimal injuries in recent con¬ 
flicts have provoked considerable interest in the 
problem of bum injuries Within the past two 
decades theie has been steadv piogiess both m 
evaluation of the severely burned patient and in 
methods of treatment 

Evaluation and Prognosis 

The chief factors influencing the prognosis m 
severe burns are the age of the patient, the extent 
and depth of the bum, the degree of lespiratoiy 
involvement, and the general state of the patient 
Age of Pattent —Although modern methods of 
shock therapy have greatly reduced the incidence 
of death in patients with seveie bums, many in the 
older age group still die after lelativelv small burns 
However, generalized aiteiioscleiosis and pre¬ 
existent cardiovascular-renal disease seem to be 
chiefly responsible These factors make it exceed¬ 
ingly dilBcult to plan efficient and adequate fluid 
and electrolyte therapy, also, the stress reaction to 
injuiy in this group may be reduced or lackmg 
after severe burns The general state of the older 
patient must be regarded as being more important 
than the bum, and the prognosis held should be a 
cautious one even though the burned area may be 

small in size ^ 

Extent and Depth of Burn -Cope and Moore 
have shown that from a small bum up to one winch 
involves 40% of the body surface area, tliere is a 

From the Gosm-Lj nn Clinic 


The prognosis in cases of cutaneous 
burns should be guarded because many^ 
patients in the older age group still die 
after relatively minor burns Shock is 
usually present in varying degrees Diag¬ 
nostic methods here described are es¬ 
sential for preventing shock and for 
estimating the patient’s needs for ivater 
and electrolytes The hourly urine volume 
furnishes a good index for adequate fluid 
therapy and should be maintained at 30 
to 50 cc per hour during the first 24 
hours In treating pain it is important to 
avoid excessive use of analgesics or hyp¬ 
notics The burned area can be treated 
by the closed method, the exposure 
method, saline baths, or aerosol sprays 
Local infections followed by septicemia 
must be regarded as an imminent danger 
Finally, for optimum results, the general 
nutrition and psychological state of the 
patient need to be considered 


linear mcrease in the body’s need for fluid and 
electrolytes In evaluation of a burned person, the 
clothing must be removed on admission to estimate 
the patient’s weight and the extent of the bum, this 
allows calculation of the basic fluid and electrolyt^ 
needs If a deep bum extends over more than 50% 
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of the body surface area, the hkehhood of recovery 
IS small even with heroic therapy Although the 
survival time has increased for extensively burned 
patients, modem advances m therapy have not 
appreciably decreased the mortahty of this group 
Invasive infection or septicemia is tlie major lethal 
factor However, continual improvements m main¬ 
taining blood volume and combating infechon lend 
optimism in regard to the extensively burned 
patient 

B.es]nratory Involvement —Involvement of the 
respiratory tract is usually associated with facial 
bums and necessitates early recognition so that 
fluid therapy is kept at a minimum m order to 
prevent pulmonarj' edema Oxygen inhalation, 
bronchodilators, removal of excessive phlegm and 
exudate (by intranasal catlieter or suction or occa¬ 
sionally by tracheostomy), and vigorous antibiotic 
therapy are indicated A tracheostomy may be 
greatly beneficial and therefore should be per¬ 
formed early The essenhal indicahons for tracheos¬ 
tomy are tlie prevention or treatment of respiratory 
obstraction due to mechanical or secrehonal causes 
and to facilitate the admmistration of anesthetics 
to patients with deep facial bums ’ The use of 
mucolytic mists may be beneficial also 

General State of the Patient—Shock is usually 
present m varj'ing degrees, depending on the bme 
elapsed folloxsnng the severe bum It appears earlier 
in cluldren than m adults who might show a eorre- 
sponding extent of burn As a rule, tlie longer and 
more profound the penod of shock is found to be, 
the poorer the prognosis is 

Bum Shock 

Shock should be suspected m patients with bums 
of more than 15% of the body surface area It is far 
better to anticipate and hence minimize the extent 
of shock than to be forced to vigorous methods after 
shock has developed Shock may develop gradually 
and, in the early phases, the systolic blood pressure 
may be normal or elevated Most patients in mcipi- 
ent bum shock are quite apprehensive and, as the 
shock deepens, thirst becomes a prominent symp¬ 
tom If the shock has remamed untreated for sev¬ 
eral hours, the patient may be apathetic, stuporous 
or even comatose Collection of peripheral venous 
blood may be quite difficult due to stagnation 
which, according to Evans,'’ seems more pro 
nounced in bum shoek than m shock from othei 
forms of trauma, and the reliance placed on periph¬ 
eral x'enous hematocrit determinations is limited 
However, on admission, blood is draum from these 
burned patients and evaluated for hemoglobin con¬ 
centration, hematocrit percentage, and hemolysis 
in tile plasma 

An indwelling urinary catheter is mserted and 
the mitial urine sample is exammed for the pres¬ 
ence of hemoglobin breakdown products Grossly 
bloody urine indicates a more severe and exten¬ 


sively deep bum than is apparent at once It is 
mandatory that an accurate mtake and output 
record be mamtamed 

The extent of the bum is estimated and recorded 
as soon as possible after admission Usually tlie 
rule of nines” will provide an adequate estimate 
for adults (The head and neck, the left and nght 
arms are each regarded as 9% of the body surface 
aiea, each lower extremity and both the anterior 
and posterior trunk areas as 18% each, and die 
perineum as 1%) The tendency to overesbmate die 
extent of burn must be considered More detailed 
charts should be referred to for estimation of 
burned areas m children 

A needle, no IS or larger, is mserted into an 
accessible vein If the bum is extensive or if bum 
shock IS already established, a suitable colloidal 
solution foi shock therapy (plasma, plasma substi¬ 
tute, or xvhole blood) is started at once Frequendy 
a plastic needle or intravenous polyethylene cathe¬ 
ter is advantageous In shock due to bums, large 
amounts of blood, plasma, and extracellular fluid 
are unavailable because of actual external loss and 
rapid expansion of the extracellulai compaitment in 
the immediate area of the traumatic tissue Plasma 
alone has been shown to be an inadequate replace¬ 
ment fluid because of the severe degree of anemia 
which often will develop as short a time as 24 hours 
after mjurv 

Several programs for the treatment of fluid and 
electrolyte imbalance of the severely burned pa¬ 
tient have been developed The one by Evans “ is 
simple and does allow an approximate estimate 
The patient’s weight m kilograms is multiplied by 
the percentage of body suiface area burned m 
order to eshmate the amount of colloidal and 
electrolyte solutions lost by the patient Only those 
aieas of second and third degree burn are consid¬ 
ered in determining the requirement for replace¬ 
ment fluids Tins amount is added to the average 
daily requirement For example on the first day, a 
70-kg (154-lb) patient with a 35% burn would re¬ 
quire 2,450 cc of colloid solution (blood, plasma, 
plasma subsbtute), 2,450 cc of electrolyte solution 
(balanced solution, i e, lactated Ringer s), and 
2,000 cc of obligatory solubons The intake would 
total 6,900 cc for 24 hours 

The “Brooke Army Hospital Formula” differs 
from the Evans formula in that 0 5 cc, instead of 
10 cc, of colloid per kilogram of body weight per 
bum percentage is recommended Correspondmgly, 
the electrolyte solution estimate for the first 24 
hours IS increased to 1 5 cc per kilogram of body 
weight per bum percentage Tins formula has 
prox'ed most satisfactory' A bum of over 50% of the 
body surface should be considered a 50% burn 
when the fluid-calculations are being made One- 
half of the fluid IS adrmmstered during the first 
eight hours and one-quarter during each succeed¬ 
ing eight-hour period Vogel ” recommends about 
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one-lialf of the colloidal lequnement as whole 
blood m bums of 30% and about thiee-fouiths of 
the calculated colloidal replacement requirement 
as whole blood in bums of 50% of the body surface 

Cope and Mooie outlined a method of estimat¬ 
ing fluid requirements m bums of ovei 30% dm mg 
the first 48 horns A volume equal to 10% of the 
bod\’ weight is given to balance the wound edema 
Foi leplacement of evtemal loss, patients with 
bums of 25 to 35% leceive 1,000 cc during the two- 
day peiiod, those with bums of 35 to 60% leceive 
2,000 cc and those with bums of 60% and ovei 
leceive 3,000 cc Two-thirds of the fluid is given as 
a colloid solution and one-thiid as noncolloid elec- 
tiobte solution Foi the aveiage daily fluid lequiie- 
ment to maintain an adequate urmai}' output, a 
total of 1,500 cc IS given, one-half isotonic sodium 
chloiide solution and one-half devhose solution in 
watei To counteract insensible loss, 1,500 cc of 
dextiose in water, administeied intravenously, or 
an 01 ally given low-salt fluid is given daily The 
phvsician may select any of the aboye plans, but 
ceitainh' there should be one from which he might 
deriate, depending on the clinical lesponse of the 
patient 

Mo\ei " has found that a well-cooled solution 
containing 3 Gm (one teaspoonful) of sodium 
chloiide and 1 5 Gin (14 teasiDoonful) of sodium 
bicarbonate per litei can be administered orally 
and IS well tolerated by many patients If the 
isotonic sodium chloride solution is used exclusiyely 
to meet tire electiolyte requirements, low plasma 
leyels of bicarbonate and yeiy high leyels of chlo¬ 
ride may be encountered frequently, theiefore, a 
balanced electrolyte solution is pieferied 

The hourly urine volume furnishes a good index 
foi adequate fluid theiapy and should be mam- 
tamed between 30 and 50 cc per hour duiing the 
fiist 24 hours If renal shutdown is suspected, one 
liter of 5% dextrose solution in water may be ad¬ 
ministeied rapidly If there is little or no response, 
the rate of fluid administration should be sharply 
curtailed in oidei to not overload the extiacellular 
compartment and consequently avoid pulmonaiv 
edema 

On the second day after the burn, about one-half 
of the initially-estimated fluids are required and on 
the thud day the intake is further reduced Spon¬ 
taneous diuresis will begin, in adequately and 
vigorously treated patients, between the third and 
fifth postbum day After 48 hours, theiapy is 
guided almost exclusively by clinical signs and 
laboratory evaluations The urinary output may 
become an unreliable sign of adequate theiapy as 
large quantities of nonprotein nitrogenous products 
are released from the burned tissues and act as 
osmotic diuretics 

Although sodium is retained, the excretion ot 
potassium continues in the immediate postburn 
period If urinary output is adequate, 80 to lUU 
mEq of potassium are given daily after the initia 


48 houis One must be very cautious to avoid an 
electrolyte imbalance duiing and immediately after 
the diuretic phase 

Hepatitis has been a significant complication in 
binned patients who have received plasma Newer 
methods of processing plasma have decreased this 
complication but it still persists Experience with 
dextian indicates that the colloidal effectiveness of 
this plasma exyiandei is equal to that of plasma 

Schilling and otheis have described a new ap¬ 
proach to fluid therapv for the severely binned 
patient, with use of urea as an electiolyte substi¬ 
tute The prompt diffusion of urea into all tissue 
fluid compaitments and its piompt excretion as an 
obligatorv dmietic seems to make it an ideal solu¬ 
tion to administer as a substitute for a major por¬ 
tion of the sodium and electrolyte that is usuallv 
given to severelv bumed patients It is interesting 
that each patient in this report excreted about 
three times the volume of mine he might have 
been expected to exciete under the Brooke Armv 
Hospital regimens and each received about one- 
third as much sodium Results m these patients 
warrant fuithei use and evaluation of this form of 
therapy 

Treatment of Pam 


A small supeificial burn mav be exquisitely pain¬ 
ful, and there is a tendency to think that the pain 
will be magnified man\ times in a large deep bum 
Actually, the pain m a severe bum is not great, 
but complications in the handling of this pain may 
develop Cullen ® ad\’ises one to attempt to differ¬ 
entiate between pain and marked apprehension, in 
the latter a hypnotic such as pentobarbital (Nem¬ 
butal) sodium or Amobaibital (Amytal) sodium 
may be more advantageous He further recom¬ 
mends the use of small doses (as little as 5 to 10 
mg) of moiphine given intravenously, observing 
the leaction, and repeating the medication if neces- 
saiv The confused agitation of the patient may be 
due to circulatoiy collapse and anoxia, and mor¬ 
phine mav fuithei accentuate the symptoms and 
condition It is mipoitant to avoid aggravating the 
clinical situation by excessive use of analgesics or 
hypnotics and to be awaie of the marked degree 
of agitation that can occui v'lth anoxia in these 
patients 

Caie of the Wound 


Almost 2,000 yeais ago in Rome, Pliny described 
Jiscussion concerning the jiioiiei treatment of a 
rn He stated the controveisy over two theories 
treatment, one group wanted to leave the burned 
ia alone and open, and the other group wished 
apply dressings of some sort to the bum The 
iblem has not been settled even today 
Often it IS very difficult at the initial examina- 
n to determine the depth of skin destruction Ot 
ne aid, however, is consideration of the etiology 
the bum Bums from hot water are generally 
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superficial and heal readily, but, as the nerve end¬ 
ings are usually still intact in the skin, these bums 
are quite painful Bums caused by actual flame are 
often deep, extensive, and less painful If there is 
doubt one should treat the bum as if it were severe 
Evans'* has outlmed tlie objectives of bum 
wound care as follows 1 Minimize the severity of 
unavoidable early contammation or mfection 2 
Prevent or minimize reinfection 3 Provide and 
promote dramage of the bum wound, particularlv 
if It should become infected 4 Secure immobiliza¬ 
tion of the burned area to minimize lymphatic 
drainage 5 Secure heahng in the minimal penod 
of time and with minimal loss of function 
Closed Treatment of Burns —In 1942, Allen and 
Kochdescnbed their closed treatment method foi 
the severely burned patient In this procedure, 
knoivn as the occlusive pressure dressing method, 
an attempt is made to convert the open contami¬ 
nated wound into a clean wound The wound is 
washed gently with soap and sterile water and is 
covered with sterile strips of fine mesh gauze which 
have been impregnated with petrolatum, and an 
occlusive dressing of dry sterile gauze and mechan¬ 
ics waste IS held in place by an elastic bandage so 
that moderate pressure results The extremit)^ dress¬ 
ing IS extended to the fingers and toes to minimize 
distal swelhng After 6 to 10 days tlie wound is 
examined Usually at this time the superficial burn 
wound IS healed and the deep full-thickness bum 
IS treated with sterile moist dressings and debride¬ 
ment in preparation for early graftmg Surgical 
excision of the necrotic tissue on the face and neck 
IS inadvisable because spontaneous separation will 
occur at those sites without debridement 
The occlusive pressure dressing has been used 
widely, with success when properly used Its value 
was supported m the treatment of the Cocoanut 
Grove fire victims in Boston A major drawback to 
this form of treatment, however, is the large volume 
of dressings and adequate personnel required in the 
event of a disaster with many burned patients 
Exposure Treatment of Burns —The open treat¬ 
ment of the bum wound has the same objectives as 
the closed wound method As the term implies, no 
dressmg is put on the wound On admission, the 
patient is placed on a sterile or clean sheet An 
attempt is made to immobilize tlie extremities, and, 
in circumferential bums, every effort is made to 
move the patient frequently in order to promote 
drving of the burned areas The success of this 
method depends on the rate and effectiveness in 
drx'ing the burn wound Superficial bum wounds 
generallv have a dry surface m 24 to 48 hours and 
are covered with a thm emst which is light brouai 
at first and gradually becomes darker Full-tluckness 
bums take longer to diy', usualiv about 72 hours, 
and the emsts tend to be tliicker and darker 
The advocates of this method claim that, if the 
\\ ound becomes dr\', early infection is reduced to a 
minimum and severe second degree bums mav not 


be converted to full thickness destruction When 
the dry eschar cracks, the bum wound drains 
through the openmgs If tlie dry eschar has not 
separated by the end of tlie third week, it may be 
surgically excised and the wound grafted 

Blocker has reported, on the basis of a com¬ 
parable series of extensive bums, that the exposure 
method required less than half as much blood and 
sedation and hence the average hospital stay xvas 
reduced one-third He advised the appheabon of 
dressmgs, however, in cases of circumferential bums 
where adequate exposure would be quite difficult 
or impossible 

Evans,** in evaluating 200 pabents treated by the 
closed method and 40 patients by the exposure 
metliod, concluded that (1) the best results were 
obtained, in either method, when the wound was 
initially cleansed, (2) gross infection xvas mmi- 
mized as long as the dressing remamed dry, (3) su¬ 
perficial burn wounds, even the deep second degree 
t\'pe, healed rapidly with either method, (4) in deep 
burns, separation of bum slough is much more 
rapid when the closed method is used, (5) encircling 
wounds of the trunk or limbs are better treated 
with the closed method, while the exposure metliod 
seemed more advantageous for bums of the face 
and perineum, and (6) resulting dysfunction of 
burned hands was greater when the exposure 
method was used Subsequent reports support the 
validity of the conclusions It must be emphasized 
that it IS often advantageous to use both methods 
at different sites in the same pabent 
Othei Methods —The use of saline baths m the 
treatment of burns has been successfully used, par¬ 
ticularly in Great Britam and Canada It has been 
proved to be of special value in second and third 
degiee bums which involve the hands, flexor sur¬ 
faces, and the perineum The burned areas are 
immeised in a sahne solubon at body temperature 
for one-hour penods three bmes daily, and the pa¬ 
tient IS urged to move freely Behveen baths, die 
Mounds are covered with moist compresses If the 
trunk IS involved, the enbre body can be placed in 
a sahne bath The mam advantage of tins treat¬ 
ment lies m the continual removal of devitalized 
tissue This removal is beneficial when one consid¬ 
ers that the other methods necessitate removing the 
eschar and treabng the mfeebon 

Various aerosol sprays -with varying medicaments 
have been used m an effort to obtain a bum Muund 
covering, combat mfeebon, and reheve pam Inibal 
reports are promismg, and we have found them 
-- significantly helpful in treabng hmited bums How¬ 
ever, m regard to ex-tensive deep bums, it is felt 
that the widespread use of these sprays be deferred 
unbl more data are available 
Apparendy one of the damagmg fadtors in bum 
M'ounds IS die presence of eschar M'hich often be¬ 
comes M’et and infected and then sloughs Often 
there is difficulty m removing this eschar As an 
adjunct to surgical debridement, vanous enzxunabc 


123 



42 


CUTANEOUS BUBNS-LYNN 


piepdiations, such as stieptokinase-streptodoinase 
(Vaiidase) and ciystalline tivpsin (Tryptan), have 
been used with some success Altemeiei " svarns 
against their usage in extensive bums because evi¬ 
dence indicates that these enzymes can affect eithei 
plasma oi tissue by pioducing split piotein pioducts 
which when absoibed may cause toxic leactions 
There is no substitute foi good suigical debiide- 
ment 

Homogiafts of skin have been used as emeigency 
diessings foi seveie bums and may suivive from 
3 to 10 weeks They may be lifesaving in selected 
instmices Although much has been wiitten on 
homogiafts, so far theie have been no proved cases 
of peimanent suivival of the homograft except m 
such unusual situations as when the donor is an 
identical twin Homogiaft success in patients whose 
antigen-antibody iespouse is alteied (i e, agam¬ 
maglobulinemia) has piomoted continual effoit to 
establish a better method of homografting Remark¬ 
able ad\ ances in this facet may be seen in coming 
veais 

Immediate and eailv excision and grafting of 
bum wounds has been attempted but has not been 
substantially justified by a reported senes of cases 
Inabilih'^ to accuiately judge the depth of tissue 
destruction in the eailiest phase limits the value of 
this pioceduie Efforts at early excision and graft¬ 
ing aie being continued in select patients in order 
to ciicumvent the hazaids of septicemia Recent 
evidence has been promising 

The care of an acutely severe bum of the hand 
deserves special consideiation Brown recom¬ 
mends immediate piessuie dressings with the fin¬ 
gers individually wiapped On the third day the 
dressing is removed and saline baths aie started, 
obtaining as much active motion of the hand as 
possible Shortly thereafter, the entire area is 
giafted without debiidement except for ciusts and 
obvious slough VVheie the defect is deep, the graft 
will take, wheie it is not needed, i e, in the aiea 
of superficial burn, it will not take This method of 
grafting lepiesents a way to coiiect and preseive 
the function of the hand and keeps later plastic 
surgical pioceduies at a minimum 

Spontaneous healmg of deep third degree burns 
is to a great extent, unsatisfactory The lesultant 
scar IS unsightly and fiequently painful and has 
little resistance to tiauma In the majority of in¬ 
stances, the split thickness graft is satisfactory 
Bum contiactuies, m general, can be prevented by 
adequate eaily grafting 

Tieatment of Infection 

Fiom the moment the bum occurred until the 
injured aiea was permanently covered mfection has 
always been a serious pioblem in managing pa¬ 
tients with theimal bums Among the 86 deaths 
occuirmg between 1950 and 1956 at the U S 
Armv Surgical Research Unit, Brooke Army Hos¬ 
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pital, 50 resulted from mvasive infection or sep¬ 
ticemia" Altemeiei ” classified the types of infec¬ 
tion as (1) primarily invasive, (2) limited to the 
slough or dead tissue, (3) limited to the tissues 
immediately adjacent the infected wound, or 
(4) secondarily invasive 
Although serious infections are not usually a 
major problem within the first week, occasional 
paPents have succumbed to fulminating infections 
within 24 hours aftei small bums Infections occur- 
img m the slough oi spreading to the immediately 
adjacent viable tissue produce cellulitis This tends 
to occur between the fourth and the eighth day 
after burning and warrants the establishment of 
adequate wound drainage Secondarily mvasive in¬ 
fections, usually due to hemolvtic staphylococci or 
hemolytic streptococci, often occur after the first 
week and are considered to be due to contamina¬ 
tion of the wound by the people in attendance 
These are usually controlled by antibiotics although 
resistant strains aie becoming more prevalent Sec¬ 
ondary mfettions due to the Escheiichia coli, 
Pseudomonas aeniginosa, and Proteus organisms 
aie still seen, and antibiotic therapy does not affect 
them materially Tetanus, gas gangrene, and wound 
diphtheria are encounteied infrequently Tetanus, 
forhinately, can be prex'ented by toxoid immuniza¬ 
tion or by antitoxin in the unimmunized person 
Blocker found the hemolytic staphylococci in 
48% and hemolytic stieptococci m 28% of second- 
cUily infected bum wounds A five-year survey of 
burn wound cultiues at the Cincinnati General 
Hospital showed gi am-negative bacilli, m one form 
oi another, m 84% of patients'' Isolated organisms 
in 60 pioved cases of sepPcemia at the U S Army 
Surgical Unit, Brooke Arm)' Hospital, between 1950 
and 1956 levealed Staphylococcus pyogenes in 65%, 
Pseudomonas organisms m 35%, and Proteus organ- 


sms in 20% ■* 

Penicillin, stieptomj'cin, or broad spectrum anti- 
iiotics are indicated for contiol of streptococcic 
iifection, which commonly occius during the first 
!uee to fix'e da)'s Subsequent bacterial cultures 
nd sensiPvitx' tests indicate xvhich antibiotics are 
equiied Routine antibiotic therapy is unnecessary 
31 minoi bums covering 20% or less of the body 
jrface It must be le-emphasized, however, that 
dequate woimd drainage and debridement are 
ssential v'hen mvasive mfection becomes apparent 
b date, the tojiical use of antibiotics, as a sigmfi- 
ant factoi, remains to be claiified 

It has been stated that, for anyone with less than 

50% bum, use of ACTH is not warranted, be- 
ause the stress response of the body is already 
laximum Butterfield’s work has suggested that 
ortisone may be indicated m the imrnediate care 
f large bums He concluded, m the later phase, 
[lat cortisone had minimal effect on seaming, as 
jdged by extent of movement, although rehabilita- 
lon might be facilitated through improved morale 
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and speed of residual movement The use of adrenal 
cortical hormones remains a matter of judgment in 
each patient 

Nutritional Therapy 

Marked loss of weight has long been recognized 
as a senous complication of severe bums Protein 
and vitamm deficiencies are among the chief nutri¬ 
tional disturbances Lund recommends a daily 
minimum of 5,000 calories with 400 Gm of protein 
in patients with over 20% of the body surface area 
unhealed It is best to use several days to increase 
the intake of calories to optimum level because 
sudden calonc increases frequently precipitate 
nausea, vomiting, and abdommal distention Protein 
concentrates have proved valuable in mamtaming 
adequate levels widiout bulk Blockeradvocates 
the use of a small polyethylene gavage tube (with 
the diameter of an 18-gauge needle) which pro¬ 
duces minimal discomfort and allows the patient to 
eat solid foods without distress He has developed 
a small pump which moves feeding material 
through the tube at a slow and constant rate Pre¬ 
liminary transfusion tlierapy and restoration of 
electrolyte balance will ehminate much of the in¬ 
tolerance to feeding Intravenously and orally given 
fat preparations can be of real aid m mamtainmg a 
sound nutritional status 

Cognizant of the significant depletion of nitrogen 
stores from the bodv m instances of severe bums, 
Krouhk used noretliandrolone (Nilevar) to oflFset 
this catabolic reaction Treatment of 33 bum pa¬ 
tients, with and without tins steroid, indicated that 
there was promotion of wound healmg and im¬ 
proved maintenance of general metabolic status 

Comment 

In the evaluation and treatment of the severely 
burned patient, the physician is confronted with 
such problems as -shock, fluid balance, wound care, 
pain, prevention and treatment of mfection, stress 
response, nutrition, and psychological strain There 
are factors which aSect the prognosis of these pa¬ 
tients tliat we do not vet understand, however, ad¬ 
herence to sound prmciples m regard to these 
problems often will bring grabfying results One 
must always keep in mmd the treatment of the 
patient as well as the disease process He has fre¬ 


quently had a harrowmg and painful expenence 
with the prospect of multiple surgical procedures, 
prolonged convalescence, and permanent disfigure¬ 
ment It is imperative to gam his confidence, allevi¬ 
ate his pam whenever possible, and mamtam a 
cheerful attitude, remembering Shakespeare’s words 
that, “tlie unfortunate have no medicine as great as 
hope' 

605 Muiaban Bldg 
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SPECIAL CONTRIBUTION 


Surgery in Biliary Tract Disease 

Frank Glonn, M D and Peter M Gitida, M D , New York 


The diiect suigical attack upon biliary tiact 
disease began less than a centmy ago, when Bobbs, 
in 1867, perfoiined the first cholecystostomy' Lan- 
genbuch reported the first recorded cholecvstec- 
tomy in 1883 ' Exploiation of the common duct foi 
lemoval of calculi was accomplished by Kummell 
in 1890' By 1900, these three piocedures had be¬ 
come established, and, while indications for then 
employment weie well described, theie was a gen¬ 
eral belief among the medical profession m the 
United States that the late stages and the compli¬ 
cations of diseases of the bihaiy tract provided 
the most fertile field for operative inteivention 
^'fany believed that biliaiy tract disease could be 
toleiated well by most patients, and that the risk 
of suigeiy was greater than that aiising from the 
disease Medical management was by fai the most 
fiequent theiapy accorded to patients 

Fiom 1900 until 1923, when cholecystogiaphv 
was mtiodiiced by Giaham, Cole, and Cophei, 
difficulty persisted in diagnosis of calculi in the 
biliaiy tract" Although the mortality and the mor¬ 
bidity of complications following operations on 
the gallbladder and bile ducts had been gradually 
1 educed duiing this peiiod, the moitality late le- 
mamed high and was estimated at about 5 to 7% 
foi the country at large 

With the increased acciuacy of pieopeiative 
diagnosis made possible by cholecystography, the 
propoition of patients with calcareous biliaiv tiact 
disease treated surgically began to increase When 
individuals stiffeimg from indigestion and dyspepsia 
were shown to have gallstones, they were encom- 
aged by then physicians to have their gallbladders 
removed Over the past three decades, general im¬ 
provements in surgery and, paiticulaily, advances 
m anesthesiology have furdier reduced the iisk 
of operation The anticipated mortality following 
elective cholecystectomy now ranges from 01 to 
0 6% in oui bettei surgical facilities This has been 
paralleled by a decrease in nonfatal complications, 
so that the risk from the surgical treatment of gall¬ 
stones is less than the nsk of disabling oi life- 
shortening complications aris ing from them Gen- 

From the Department o! Surgery, The New lork Hospital-Cornell 
Medical Center 


eial piactitioneis, internists, and surgeons aie now 
neaiei to agieement that the presence of biliaiy 
calculi is best tieated surgically than they have 
been at any time in the past 
Incidence—Incieased availability of medical 
facilities has led to the more frequent diagnosis 
of bihaiy tract disease On the basis of lepoits 
published by die U S Bureau of Vital Statistics 
and other studies published from large representa¬ 
tive hospitals and clinics throughout the United 
States, It has been estimated that the incidence of 
biliary tract disease in our population is slightly 
more than 10% Post-mortem examinations for the 
countiy as a whole also indicate that calculous 
bihaiy Pact disease is discovered at 1 of 10 autop¬ 
sies In a nation with a population of 178 million, 
the numbei of individuals with bihaiy tract dis- 


Iadle l—MorioUui Rate by Age Groups in 5,244 Patients 
Following Surgery for Nonmalignant Disease of Biliary Tract 


C ikIci lO 


iBO ll 


Patients Deuth'i Voitiilltj 
xVo No Rate % 

2 781 1) 0 ) 


lOGt 

II1 nnti or ci 


1 Sat 28 2 0 

COO 38 C 2 


Total 


244 91 17 


ease is indeed impiessive Thiough these same 
sources of mfoimation, it is also apparent that oper¬ 
ations performed on the biliary tract aie rapidly 
becoming moie numerous than those earned out 
on any other system of the body Majoi suigical 
pioblems are frequently encountered because the 
proporhon of oui population 65 years and older 
IS increasing, and because, for many vears, a laige 
number of individuals have harboured bihary cal¬ 
culi which have led to condiPons commonly asso¬ 
ciated with the sequelae and complications of 
biliary Pact disease 

Risk of Operation 

In the evaluaPon of surgical therapy for any 
condition, the mortality and the morbidity of com¬ 
plications associated with the operative procedures 
require comparison with the complicaPons and 
fatalities that develop in the natural historj' of the 
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disease It is relatively simple to keep account of 
patients who have been operated on and to compile 
data that are valid However, it is difficult to ob¬ 
tain comparable specific information on patients 
who are obseived and managed bv nonsurgical 
methods There is a wide variation m the course 
of patients with biliarv tract disease, and although 
tliere are over-all common trends, events in the 
mdividual patient aie unpredictable 

Table 2—Causes of Death Following Biliary Tract Surgery 
for Noninahgnant Disease in Patients Aged 65 1 ears and Over 

of 

De«th 


1 \cutc HiNOcurdial fnfarctlon 13 

2 Blliarj cirrhosis 8 

S Bile pentonltl® ^ o 

(acute cholccv-'tltl ^^^th pcrforatTonl 
4 Cholun^.Iti': 3 

'i Ccrehro\ a‘‘Cular accident 3 

C Puhnonarj einbolu*? 2 

7 Bile peritonitis 1 

(post eholec\stcctoijn suhhcpntic accumulation of bile) 
f \cutc pancreatitis 1 

9 Subhopntlc nljsccss pjIcphlebitls (postcholecystectomy) 1 

10 Pneumonia 1 

Total 38 


Moifahty —In our evpeiience with 5,244 patients 
operated on for nonmahgn int disease of the bihary 
tract ovei a 27-veai period (1932-1959), there were 
91 deaths in the immediate postoperative period— 
a moitalih' rate of 1 7% 



Fig I —Left, normal cholecjstogram (oral) gallbladder 


Tlie mortahu i ite in those under 65 j ears of 
age IS much lover than that for those 65 and oldei 
as might be expected The increased moitahtv rate 
m tlie oldei age group repiesents the attrition of 
long-standing biliarj' tract disease and the imp ur- 


ment of organs and systems of tlie body that are 
associated with tlie aging process This contention 
is supported by tables 2 and 3 which list the prin¬ 
cipal cause of death m these two age groups 

Table 3 —Causes of Death Following Biliary Tract Surgery 
for Nonmahgnant Disease tn Patients Under 65 Years of Age 

Iso of 
Death's 


1 Bllfory cirrho&is 

2 Acute myocardial infarction 9 

3 Pulmonary crabolu's G 

4 Pneumonia G 

5 Bile peritonitis 3 

(acute cholecj‘5titi‘5 uith perforation) 

G Bile peritonitis 2 

(po‘it cholecs “stectonn «ubhepntic accumulation of bile) 

7 Acute pancroatitW 2 

8 iiubhcpntic absce'ss 2 

(post cholecystectomy) 

9 Uremia (pol>cystic kidneys) 1 

10 Cerclsros astulnr accident 1 

11 Rheumatic heart dNea'sc with ball \ ahe thrombu's at mitral 

rnlre 1 

12 Peritonitl*!—perforated small Intestine 1 

(post cholecystectomy) 

13 Acute sigmoid dl\ erticulltls with perforation and peritonitis 1 

14 Carcinoma of cecum with Ii\er metastases 1 

IG Tjphoid fc\er 1 

Total o3 


Selecting an even older group, 74 years and 
older, the data m table 4 emphasize the trend 
toward using suigical tieatment in an evei-mcrers- 
mg propoition of elderlv patients with biharv tract 
disease 



r 



cll filled Mith opique mnternl Right, artists sketch of same 

These figuies are significant Thev portrav the 
extension of surgical therapy among a group who 
xvere excluded because of age a few^ decades ago 
At tlie same time, such data implx either neglect 
or nonacceptance of indicated therapy of bihan 
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tiact disease eaily in life and eailiei in the couise 
of the disease Theie is geneial agicement that 
opeiation diumg the moie lobiist peiiod of life 
can be accomplished with a minimal moitahty late 
well undei 0 5% That it inteiiupts the disease in 
ovei 95% of patients in the younger age gioup is 
well documented 

T\ble 4 —Nonmahgmnt Disease of the Bthaiy Tiact m 
Patients Aged 74 I ears and Over 
(1 ha New loik Hospital-Cornell Medical Centei) 

^o ot Pntlents 
Operated on 

9/1/31 9/1/41 , 9 

9’l'419 1/o0 22 

O/l/iOp/l/jD 00 

Postopeiative Complications 

The incidence of complications following sui- 
gei\ on the biliaiy tiact, as leported by many 
authois as well as by ouiselves, is highei among 
the eldeilv than in the moie lobust This diffeience 
holds about equally foi those complications that 
mav be dnectly associated with the operation and 
the biliais' tiact, and for those that appear to be 
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Its nairowing are also more frequently presenf 
As to the second tyqie of complication, preopera- 
hve evaluation has demonstrated that caidiov.is 
cular disease, hypertension, coronary sclerosis, 

Table 5 -Pre-operative Evaluation of 609 Patients 65 Ictus 
of Age and Older m Respect to the Presence of 
Degenerative Disease Processes 
(The New York Hospital-Cornell Medical Center, 1932-1959) 




Nonlatal 

Mortaliti Rate 


Patients, CompHcn 

, -A.. 



No 

tions No 

No 

rr 
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No innjor dctcncriitKo disease 

172 

24 

4 

23 

Hj portonsl\ e c irdio\ iiscular 



s 


disease 

10a 

20 

6 

4S 

Xitcriosrlcrotic litait disensD 

ISO 

43 

20 

in 

Diiihclts Jijcltitus (moderate to 





«t\cre) 

23 

4 



Chronic piilmoin i> disease 

43 

C 

1 

22 

Cirrhosis 

15 

2 

5 

33 3 

Chionit icnal disease 

12 

3 

2 

ICC 

Jlioicllaiicons major chronic 





disease 

57 

13 

1 

IS 

'lotnl 

009 

115 

38 

Cl 


renal impaiiment, diabetes, and emphysema exist 
singularly oi in combination in xx'ell over one-half 
of patients with biharv tiact disease who aie 65 



Fic 2 —Left, normal cholecystogram (oral) Small amount of 
and common bile duct aie now visualized Right, artist s sketch o 

moie indiiectly lelated, occuiimg in other systems 
or organs As to the first type of complication the 
duiation of biliary tract disease and its extent are 
geneially of greater magnitude among ol 
dran the young Scarring and damage to the liver 
with a dimimshed functional reserve occur more 
often Common-duct calculi and changes m th 
lower segment of the choledochus that result m 


dye remains m gallbladder following test meal Cjstic duct 
same 

years old and over It is evident, theiefore that 
’c»;ho.*o„s ba.ed on anv of these cond.Uons 
would be much gieater than araong 
who did not exhibit changes or diseases tliat ai 
prmtardy bnked with old age and are eons.dcred 

OnSsm^rof tins problem, one mrgbt reason 
th.?t thelomUs'te of th«e factual data .s ev.dence 
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against smgical treatment of biliary tract disease 
or of any other condition in this group Even 
without the benefit; of the analysis of long clinical 
experience, this was the basis foi the attitude that 
surgical therapy was primarily effectual in the 
young and robust and that it curtailed, rather than 
prolonged, life in the aged and debilitated It is 
evident diat this attitude has changed greatly over 
the past 25 years Many factors are responsible 
for this reversal of thought, not the least of which 
have been tlie advances made m surgerj' in general 
and the ever-mcreasmg number and proportion of 
the population who belong to the older age group 
Equally impoitant has been the realization that 
biharx' tract disease that is not treated surgically 
is a frequent cause of death, either by slow insidi¬ 
ous d image to the liver or, more suddenly, from 


under 50 years of age, 7 to 8% of those between 
50 and 64, and almost 20% of tliose 65 yeais and 

Table 6 -Incidence of Choledochohthiasis Demonstrated bij 
Operation in 5,244 Patients 

(The New I ork Hospital-Cornell Medical Center, 1932-1959) 


Patient"! Ape Tr 



f 

Under 

0\cr 



No 

Patients 

2 7Sl 

2 403 

Common duct e'»:plored 

309 

G2S 

Stones In common duct 

1S7 

S30 

Incidence of choIedocboUthlasIs 

C75o 

13 7% 


older In a somewhat similar study, Fisher and 
White ’ leported that 50% of geriatnc patients with 
biliarv tract disease were treated without surgical 
intervention 



Fig 3 Stage I Left, oral cholecj stogram demonstrating ell v isuahzed gallbladder containing dye displacing calculus 
Riglit, artist s sketch of same 


those complications that, unconti oiled, are incom¬ 
patible wiQi life, e g, peritonitis, obstructive jaun¬ 
dice, and sometimes cancer Surgical therapy has 
always been looked upon as elective, except in 
trauma and in certain emergency situations It is 
not alwavs accepted even when the indications 
aie clear For reasons tliat are often justifiable, 
particularly from tlie patient’s pomt of new, pro¬ 
crastination, postponement, and frank rejection of 
surgerj' are not infrequent A few vears ago xve 
renewed a senes of patients who had been hos¬ 
pitalized because of biharj' tract disease during a 
21-year penod, and on whom siirgerj' had not been 
carried out at tliat time for one reason or another 
We found that this amounted to 3 to 4% of those 


The Recognition and Evaluation of Associated 
Conditions That May Increase the Risk of Surgenj 
or Have a Bearing on the Disease —In the older 
age group, those over 65 years, our mortality rate 
xvas 6 38% in a group of 609 patients operated on 
by us during the period Sept 1, 1932, to Sept 1, 
1959 Similar figures have been reported by otliers 
On preoperative ex'aluation, 172 patients xvere con¬ 
sidered not to have a significant degenerative dis¬ 
ease Tlie mortality rate for this group was 2 32%, 
while for tlie remammg 427 xnth evident degen¬ 
erative disease it was 8 87o There were 180 pabents 
until arteriosclerobc heart disease as their chief 
degenerabve disease, for these the mortahtx' rate 
was 11% In another small group, 15 pabents with 
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cm hosis of the hvei, theie weie 5 deaths, a moi- 
tahtv I ate of 33 3% In several of these patients 
the long-standing disease of the biliary tract is 
believed to have contiibuted to inipaiiment of the 
In ei function In 12 patients with chronic lenal 
disease theie weie 2 deaths, a mortality rate of 
16 7% In several of these patients, the lenal dis¬ 
ease may well have been a factoi m the develop¬ 
ment of an acute cholecystitis with gangrene and 
peifoiation The lole of the degenerative diseases 
that piecipitate a complication of biliary tract 
disease requning uigent smgery is recognized but 
not leadilv defined The hazard it imposes upon 
the patient who must undergo suigery is moie 
tangible, as is demonstiated by post-mortem 
examinations 


jama, Sept 3, 19G0 


cnrhos.s of the hyei, we should keep .n mmd 
this disease usually accompanies, and is a part of 
the stage progiession of long-standing biliary tract 
disease It is only logical to assume, after a stiidv 
ot this table, that no patient with biharj' tract dis¬ 
ease should be allowed to progress untreated to 
this age group with its prevalence of debilitatin'^ 
degeneiative disease piocesses The best means 
of mtenupting calcareous biliary tract disease is 
removal of the diseased gallbladder and of any 
calculi in the ductal system 
We considered hypertensive cardiovascular dis¬ 
ease to be present m patients with a blood pressure 
of 160/90 mm Hg oi higher and with evidence 
of an enlarged heait and, especially, of left ven¬ 
tricular myocardial hj'pertrophy We defined ar- 



Pig 4—Stage I Left, excellent emptying of gallbladder foHo^'lng test meal Calculus remains evident Htght, artist’s 
sketch of same 


^Ve weie also conceined with what pait these 
majoi degenerative disease processes played in 
the incidence of nonfatal complications and in 
the number of deaths The table above tabulates 
our experience in the preoperative evaluation of 
609 patients, 65 yeais of age and older, in respect 
to tlie presence of degenerative disease processes 
Each of tliese patients was tabulated only under 
the most advanced major degenerative process It 
IS recognized that sometimes more than one major 
degenerative process is present in an individual 
patient The higher mcidence of morbidity and 
mortality in patients with hypertensive and aiteno- 
sclerotic cardiovascular disease is, we think, of 
consideiable significance In leviewmg the m- 
ci eased morbidity and moitality m patients with 


tei losclerotic heart disease as that in patients with 
a previous mvocaidial infarction or electrocaidio- 
giaphic evidence of changes associated with an¬ 
gina or cardiac decompensation Patients with dia¬ 
betes mellitus usuallv required insulin daily m 
significant amount Seveie pulmonary emphysema 
or bronchiectasis was present in those patients 
whom we categorized as having chronic pulmonary 
disease Those whom we tabulated as having cir¬ 
rhosis of the liver were usually m an advanced 
stage of their disease, and most of them had ascites 
or jaundice, or had poital hypertension with bleed¬ 
ing from esophageal vaiices 

Common-Duct Calciih -We have long been of 
tire opinion that the incidence of choledochohthia- 
sis increases with age We have also kept in mmd 
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the increased mortality m the older age group that 
IS subjected to choledochotomy In reviewing our 
evperience witli 5,244 patients, common-duct cal¬ 
culi were demonstrated by operation in 6 7% of 
2,781 patients with bibary tract disease who were 
l4s than 50 years of age In 2,463 patients, 50 years 
of age and older, the incidence rose to 13 7% A 
study of our cases showed tlie incidence of chole- 
dochohthiasis before the age of 20 vears to be rare 
and usually associated with hemolytic anemias m 
which tliere is e\cessive red blood cell destruction 

Good Results 

We estimate that 90% of patients with calcareous 
biliaiw tiact disease are completely relieved of 
svmptoms oi show marked improvement following 


out choledochotomi' for biliary tract disease is to 
be detected m fiom 5 to 10% of patients This 
vanes somewhat among different clmics, depend¬ 
ing upon the diligence witli which the evaluation 
IS pursued The causes for the poor results are 
readily divided into two categories, those found 
withm the biliarv tiact and those evtrmsic to it'‘ 
As to those associated with die biharj^ tract, the 
four most frequentlv encountered are (c) common- 
duct stone, (b) cvstic-duct remnant, (c) incom¬ 
plete cholecvstectomy, and (d) chronic or recur¬ 
rent pancreatitis 

Common-Duct Stone-Common-duct stone piob- 
ably IS the most frequent cause for persistence of 
symptoms following cholecystectomy When the 
indications for common-duct exploration are pres- 



Fig 5 —Slage II Left, oral cholecystogram revealing enlarged gallbladder containing stones Right, artists sketch of same 


definitive suigical therapy Approximately 60% of 
patients who w'ere treated by cholecvstectomy for 
acilculous bihar}' tract disease obtained sympto¬ 
matic lelief Based upon long-teim follow-up evalu¬ 
ation of those patients who were operated on for 
calculous bihar\' tract disease, it is our impression 
that the eaiher in die couise of the disease surgerj' 
xvas employed, the better xveie the results The 
most convincing data in suppoit of this are pro¬ 
vided bv a group of wmmen subjected to chole- 
cvstcctomv w'ho had developed svmptoms of gall¬ 
stones during die course of their early pregnancies 
and W'ho w'eie follow'ed up for 20 x'ears or more 
Of the patients in tins study, 95% hax'e remained 
free of evidence of bihaiy' tract sTOiptoms up to 
die time of w’riting 

Poor Results 

The peisistence or recurrence of complaints and 
svmptoms following cholecv’stectomv' with or witli- 


ent, this piocedure should be performed unhesi¬ 
tatingly and in a most thorough manner The use 
of intravenous cholangiography, sometimes com- 
bmed wath tomography, is of great value w'hen 
there is a suspicion that stones are present after 
cholecvstectomy 

Cijstic-Duct Remnant —An inadequate operation 
in w’hich a long cvstic duct, perhaps containing 
stones, IS left behind, is w'ell recognized as a cause 
for die persistence of svmptoms after choleaystec- 
tomy Intravenous cholangiography is again useful 
to determine the presence of a cystic-duct rem¬ 
nant that may account for the persistence of s^'mp- 
toms 

Incomplete Cholecystectomy—li a portion of 
the gallbladder remains, calcuh are prone to form 
xx'hicli may cause svmptoms Fortunately, this is 
less frequently encountered dian formerly 

Pancreatihs —Elmtin was one of the first investi¬ 
gators to call attention to the role of pancreatitis 
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in the persistence of symptoms following chole- 
cystectomv, and to the fieqnent association be¬ 
tween biliaiy tiact disease and paneleatitis Our 
evpeuence gives the geneial impiession that re- 
cmient pancreatitis associated with biliary Pact 
disease has a much better prognosis when die 
gallbladder, oi biliary calculi, oi both, aie lemoved 
than when tlie biliaiy Pact appeals normal and 
othei suigical piocedures aie embarked upon 
The etiology and tieatment of chionic pancrea¬ 
titis IS pooily understood The relaPonshij) betwe'^n 
panel eaPtis and the impainnent of the free flow 
of bile into the duodenum remains conPoversial 
Cattell and Colcock, Colp, and Doubilet and Mul- 
holland have leported excellent lesults following 
sphincteiotomy for fibiosis of the sphinctei of 
Oddi-* Congenital anomalies of the lowei end of 
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be pi esent in patients in whom dnect or indirect 
evidence of biliaiy tract disease has been estab 
hshed by cholecystography or inPavenous clio 
lanpography A careful and detailed history and a 
high index of suspicion m the differential diagnosis 
should spmulate the physician or surgeon to discuss 
the problem with the patient when one of these 
conppons exists in the presence of gallstones 
The results in tlie surgical Peatment of non- 
mahpant disease of the biliary Pact depend chiefly 
on the duration and seventy of the disease, 
getlier with the age and general physical status of 
t le patient The least iisk, the lowest mortality 
late, and the smallest incidence of nonfatal com- 
pheaPons occui among those paPents who are 
undei 50 veais of age and whose histoiy suggests 
that biliary calculi have not been associated wnth 



Fig G —Stage II Left, little emptying of gallbladder following test meal Right, artist’s sketch of same 


the common bile duct have been repoited in two 
cases by Cole and Grove ‘‘ 

The causes of persistent or lecurrent symptoms 
exPinsic to the biliary Pact usually indicate errois 
m diagnosis oi inadequate evaluation of their role 
in lelaPon to the paPent’s oiigmal complamts 
Theie are a numbei of conditions that give use 
to pain and other symptoms tliat simulate, and 
even closely mimic, those due to biliary Pact dis¬ 
ease The moie common of these, in our experience, 
have been (a) pepPe ulcer, (h) diseases of the 
large bowel, (c) esophageal hiatal heinia, (d) 
coionary heart disease, and (e) lesions of the pan¬ 
creas and ampulla of Vatei In addition, conditions 
tliat have been oveilooked aie occasionally found 
in the kidneys, adienal glands, or vertebrae All 
these condiPons may give nse to pain compaPble 
with biliary tract disease Furtbermoie, they may 


complications, such as common-duct stone or 
episodes of acute cholecj^sPtis The outstanding 
examples are those women who develop gallstones 
during the years of their early pregnancies Chole¬ 
cystectomy IS accomplished witli little risk, and 
follow-up studies of from 20 to 25 years among 
our patients indicate appioximately 95% of good 
results 

This has prompted us to attempt to differentiate 
and classify biliary Pact disease into four gioups 
according to changes believed to indicate its dura- 
Pon and late of progress On the basis of detailed 
records kept on patients for the last 27 years, we 
have found it convenient to formulate a concept 
of biliar>' Pact disease We recognize that such a 
classificaPon is arbiPary and incomplete It does, 
howevei, incorporate several general concepts 
(fig 1 and 2) For example, it recogmzes that 
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calcaieous biliary tiact disease usually starts during 
the 3rd and 4th decades of life, that its incidence 
is about equal m women who have never been 
pregnant and in men, and that its incidence in¬ 
creases following pregnancy In the lattei group, 
it IS three to four times more common m women 
who have been pregnant than m men at a com¬ 
parable age Furtliermore, it proposes that long¬ 
standing calcareous biliary tract disease is piogres- 
sive and produces cumulative changes in the biliary' 
tract Specificallv, we have divided biliary tract 
disease into four stages Each stage has been pies- 
ent for an increasing period An acute phase can 
be superimposed on a chronic phase, and each 
stage is irreversible 

Stage I (fig 3 and 4) -By cholecystogiaphy, the 
the gallbladder fills readily and empties following a 


IS an increased incidence of choledochohthiasis 
These patients have usually had symptoms for a 
longer penod 

Stage III (fig 8 and 9) -By cholecystography, 
the gallbladdei no longer functions It usually does 
not visualize Stones have been present for a long 
time At operation the wall of the gallbladder is 
thickened, white, and contracted down about its 
contamed stones Theie is a much higher incidence 
of choledochohthiasis, and there may be more 
scarring ivithm the liver Svmptoms have been 
long-standing, and often the episode just preceding 
admission to tlie hospital has been characterized 
by pain and biliary colic that is described as mod¬ 
erately severe and followed by jaundice This stage 
of the disease is seen in the older age group espe¬ 
cially in persons 60 vears of age and older The 



Fig 7—Stage 11 Left, right decubitus shouing la\cnng of stones in gallbladder following test meal fiig/it, artists sketch 
of same 


fat meal, stones are present At operation the wall 
of the gallbladder is almost noiinal in appearance, 
the wall IS thin, perhaps slightly thickened, and 
blue or gray Histologically, there is only a mild 
chronic inflammatory response withm the wall of 
the gallbladder This stage is usually seen m voung 
women m the third decade of life who have re¬ 
cently been pregnant, or in a shghtlv older group 
of women who have not been pregnant, or in men 
in the third to fifth decade of life 
Stage II (fig 5, 6, and 7) —Bv cholecvstographv, 
the gallbladder visualizes faintly and empties in¬ 
completely following a test fat meal Stones have 
been present for a longer time The gallbladder 
wall at operation is tliickened and gra\', ind histo¬ 
logically there is scarring within the lii'er There 


incidence of morbiditi' and mortality is higher, and 
the disease mav well be fatal in patients with 
major degenerative illnesses, patients should not 
be allowed to progress to this stage 

Stage IV (fig 10) —In this stage we generally 
group the coinplicahons of long-standing and ad¬ 
vanced bilian' tract disease In this category we 
include bilian'-enteric fistula, cirrhosis of the liver, 
benign stenosmg fibrosis of the ductal svstem, and 
neoplasms of the gallbladder and bile ducts 

Results of Elecbve Cholecystectomy in 
Asymptomatic Patients with Gallstones 

Comfort, Gray, and Wilson ^ of the hUvo Clinic 
conducted a study of 112 patients in whom gall¬ 
stones had been demonstrated but wbo, at that 
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time, gave no histoiy of symptoms The aveiage 
age of the patients at tlie time calculi weie dis¬ 
covered was 48 2 yeais The patients weie obseived 
foi fiom 14 to 23 yeais Fifty-one of the 112, oi 
45 5%, developed symptoms commonly associated - 
with disease of the biliaiy tiact Twenb^-foui of the 
51, oi 49%, weie opeiated on and had the gall- 
bladdei lemoved Theie weie thiee deaths, an 
opeiative moitahty of 12 5% One patient tieated 
at tlie Mayo Clinic died postopeiatively of a pul- 
inonaiy embolus The othei two weie opeiated on 
elsewheie, in one instance death was asciibed to 
a subphrenic abscess, and m the othei to a “weep¬ 
ing livei ” Altliough oui mfoiination is not specific, 
we believe these thiee patients weie ovei 65 yeais 
of age at the time of death and that associated 
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tion Eight additional patients, most with carcinoma 
pnmaiy in the pelvis, died of their disease and are 
excluded Thiit)^-si\ of the 50 patients were advised 
to have cholecystectomy, but foi one reason or 
anothei did not immediately decide to do so 
Twelve patients leturned within eight vears be¬ 
cause of sjanptoms and undeiwent cholecvstectomv 
(four, ivitliin one yeai, four, dm mg the second 
yeai, and foui within the eight-veai period) 
Twelve patients were lost to obseivation Of the 
remaining 12 patients of whom Tiuesdell kept 
careful account, 6 developed svmptoms but con¬ 
tinued to refuse operation, and 6 lemamed free 
of symptoms associated with the biliarj' tiact The 
significant data in this lepoit is that only 6 of 24 
patients known to have gallstones who weie foi- 






conditions played a lole m the complications that 
followed suigeiy 

Truesdell " lepoited on a gioup of 50 patients, all 
women ,who weie found to have unanticipated 
gallstones while being operated on foi pelvic dis- 
01 del s The question whethei oi not they had pre¬ 
viously had symptoms referable to the biliaiy tiact 
is not as readily answered as m those lepoited by 
Comfort, Giay, and Wilson ^ Howevei Tuiesdell 
considered them “silent gallstones when he en¬ 
countered them In Ins careful 
group he reported that m six patients the gall- 
bladkr had been removed at the pnmaiy opeia 


lowed up over eight yeais remained symptom free 
This IS a small number of patients upon whieh to 
base a sweeping statement, but it is a bit of evi¬ 
dence m favor of operation 

Ochsner'' and others pointed out that many ot 
tlie so-called silent gallstones go on to produce 
the comphcations of long-standing biliarv tract 
disease among which are acute cholecystitis, 
choledochohthiasis, and choledochitis Ochsner aho 
observed an association of pancreatitis, carcinoma 
of the gallbladder and bile ducts, and biliarv enteric 

fistula ™th gallstone .lens The '‘ff ““f™' 
of carcinoma in calcareous biliar>^ tract disccS , 
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whether associated with symptoms or not, has also 
been cited by Grabam 

The Acalculous Gallbladder 

It sometimes comes to pass that we are con¬ 
fronted with a patient whose sjmiptoms suggest 
disease of the biliary tiact Gholecystograms are 
done two or moie times, and each shows nonvisuah- 
zation No stones are demonstrated radiographically 
withm the gallbladder At operation, tliere aie no 
stones within the gallbladder and the wall is thin 
and appears normal In this group of 5,244 patients 
we weie confronted with this pioblem many times 
During the period Sept 1, 1932, to Sept 1, 1959, 
we removed 192 acalculous gallbladders We pro¬ 
vided symptomatic relief m about 60 to 65% of 



artery disease Based upon autopsy studies, Tennant 
and Zimmerman,” m 1931, concluded, after a study 
of 1,600 autopsies, that there was a statisticallv 
significant association between the occurrence of 
cholelithiasis and arteriosclerotic coronary arterj' dis¬ 
ease Barker, Wilson, and Coller,'” in 1934, Fenn,"” 
in 1936, and Ravdin and co-workers in 1942 and 
1955 called attention to the chnical association of 
cholelithiasis and coronary artery disease Emphasis 
is placed upon the importance of differential diag¬ 
nosis Basing their findings on chnical studies. White 
and his associates,” in 1941, concluded that gall¬ 
bladder disease occurred twice as often m patients 
with coronary arteiy disease as in tliose with noimal 
coronary arteries Miller,” in 1942, defined the 
common neural pathways m pain produced by 



Tig 9—Stage III Left, no appreciable emptying of gallbladder following test meal Riglif, aitists sketch of same 


these patients Oui present pohcv is that, when this 
situation occurs at the operating room table, at 
least two suigeons are consulted, all of whom re¬ 
view the patients chnical history and the findings 
at operation This plan has been m effect for 
several years and has resulted m the removal of 
fewer acalculous gallbladders 

Chnical Evaluation of Co-Existent 
Cholelithiasis and Coronarj' Artery Disease 

That there is a definite association between 
cholehtliiasis and coronarj' arterv disease has been 
well documented It was about 50 years ago when 
Babcock ” first cxalled attention to the adverse effects 
of chronic cholecystitis upon existing coronars’^ 


biliary tract disease and coionary arteiv disease, 
while Walters and Master,” in 1952, also noted 
that cholelithiasis and coronary^ arterv disease fre¬ 
quently CO exist and suggested the use of the now 
standard tivo-step test m differentiating behveen 
the txx o conditions Thev also contended that biliary 
tract disease frequentlv aggravates existmg coromrv 
artery' disease, and that an episode of acute chole¬ 
cystitis may, through a vasovagal reflex, cause a 
coronarx' occlusion m patients with existmg coro¬ 
nary arterx' disease In addition, they stated that 
after cholecx'stectomy, anginal pain and other 
cardiac sx'mptoms mav disappear ExpenmentalK, 
it had been shoxTO by Gilbert, LeRoy', and Fenn,'“ 
in 1940, and Cullen and Reese m 1952, that dis- 
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tention of the stomach or the peutoneal cavity m 
the foimei study and distention of the common bile 
duct in the lattei produced a decrease in myo- 
caidial blood flow Hodge and Messer/® in 1947 
and 1948, showed that theie were changes in the 
electiocardiogram indicative of myocardial ischemia 
n'hen the gallbladder oi common bile duct was 
distended, but only in the presence of iiie-e\isting 
coionaiy aiteiv disease 

That caidiac improvement occurs following gall¬ 
bladder surgeiy was repoited b)^ Fitz-Hugh and 
Wolferth,*® in 1935, and McLemore and Levme,"” 
m 1955 The latter reported si\ patients with 
Adams-Stokes disease, whose condition imiiroved 
and who had fewer attacks of svncope following 
cholecystectomy ^Vhlle we have obseived the 
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emphasizes the importance of early operabon in 
patients with calcareous biliarj' tract disease 

Comment 

Calculous biliary tract disease is prevalent in 
the population of the Umted States There is evi¬ 
dence tliat it IS inci easing Like many other disease 
conditions, it accounts for considerable disability 
and may be the cause of shoitemng of life At 
present we lack an effectual means of preventing 
It, our most effective therapy consists in removing 
the gallbladder contaming calculi and stones that 
may exist elsewhere in Ae biliary tract The ac¬ 
cumulated experience over the past 30 yeais in 
the surgical treatment of calculous biliary tract 
disease attests to the over-all general good results 



Fig 10—Stage IV Left, oral cholecystogiam revealing caicinoma arising in faintly visualized gallbladder containing 
numerous calculi No change following test meal Right, artists sketch of same 


condition of such patients to be impioved after 
operation, others do not appear to have obtained 
such an effect 


Carcinoma of the Extrahepatic Biliary Tract 

It has long been observed among the medical 
piofession tliat carcinoma of the gallbladdei and 
bile ducts follows in the wake of long-standing 
cholelithiasis In a study prepared here in 1959, it 
was found that there was a definite increase in the 
incidence of malignancy of the biliary tract in the 
older age gioups In patients undei 50 years of age, 
Sie madeice of malignancy was 0 07%, this in¬ 
creased to 4% in patients 50 to 64 years of age, to 
8% m those 65 to 74 years of age, and to 12% m 
those 74 years and older In each of Jese the 
diagnosis was established by operation This, to , 


as fai as relief of symptoms is concerned What is 
probably more important and merits emphasis is 
that fmther damage to the liver and bihaiy tract 
is mterrupted Another consideration that is like- 
ivise pertinent rests m the prevention of tliose 
sequelae and complications of long-standmg calcu¬ 
lous biliary tiact disease tliat are associated with 
a high morbidity of complications and a significant 


tahty rate 

he sequelae and complications tliat occur in 
r-standing and advanced calculous disease of 
biliary tract are associated with a high mortality 
: Examples of this nature are more frequently 
ountered than ever before, because that segment 
our population xvho belong to tlie older age 
up (65 yeais and over) is increasing 
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From the reported experience of those hospitals 
that keep a careful account of the patients they 
treat surgically for bilnrv tract disease, it is evi¬ 
dent that elective cholecystectomy for cholelithiasis 
IS being accomplished with a mortality rate of a 
fraction of 1% for patients undei 50 years of age, 
furthermoie, 90% of these patients have no further 
symptoms This is in contrast to the over-all ex¬ 
perience of the same hospitals in tieatmg surgi¬ 
cally those m the older age group Because of the 
associated degenerative diseases seen in the elderly, 
the morbidity of complications and the mortality 
rate are increased in elective surgeiy In addition, 
the pioportion of pahents who develop conditions 
requiring uigent oi emergency surgery that is the 
result of calculous biliary tract disease is much 
greater than m the younger age group, the moi- 
tahtv rate is ei'en higher among these 

Summary 

The conclusions that we may draw from the 
above and that should guide us in the daily care 
of patients with calculous biliary tiact disease are as 
follows 1 Symptoms suggestive of gallbladder dis¬ 
ease are an indication foi attempting to visualize 
the gallbladder or biliary ductal system by chole¬ 
cystography or by cholangiography 2 Patients 
demonstrated to have direct or indirect evidence of 
gallstones should be advised that nonsmgical 
measures raiely_lead to then disappearance 3 
Cholelitlnasis is an indication for cholecystectomy 
and the surgical evaluation of the ductal system 
4 The decision to embark on surgical therapy 
should be arrived at only aftei companng the risk 
of operation with the risk of sequelae and compli- 
cabons that may occui with other forms of man¬ 
agement 5 Much valuable information is to be 
gained by reporting documented experiences m 
the management of patients with calculous gall¬ 
bladders 6 Attempts bv surgeons at classification 
of biliary tract disease as encounteied at operation 
should piovide a better perspective of duration of 
gallstones and their eflPect upon the bihary system 
ind hver 7 There is a great need for clmical in¬ 
vestigation and basic research that have as their 
objective wavs and means to prevent the formation 
of gallstones 8 Until we possess a method of pre- 
ventmg gallstones, we should seek to diagnose 
them bv the earliest symptoms they produce and 
tieat the patients surgicallv without delay 

525 n 68th St (21) (Dr Glenn) 
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Studies on the Rheumatoid and 
Related Serum Factors 

1. Autoimmunization of Rabbits with Gamma Globulin 

Felix Milgrom, M D and Ernest TFitebshy, M D , Bufftdo, N Y 


Waaler ’ and Rose and co-woikeis * made the 
liuzzlmg observation that the sera of patients with 
rheumatoid arthritis agglutinated sheep red cells 
sensitized by subagglutinatmg doses of rabbit anti- 
sheep hemolysin Although this mystery has not 
been completely elucidated as yet, great progress 
has been made 

The rheumatoid factor (for reference see Zitt, 
Vaughan,'* and Franklin and collaborators**) has 
been found to react witli gamma globulins of vaii- 
ous species, including man This has been demon¬ 
strated by various serological procedures, including 
agglutination of sensitized red blood cells, agglu¬ 
tination of tanned and coated erytlirocytes, 
fixation, and precipitation According to Fianklin 
and colleagues,” the rheumatoid factor is a gamma 
globulin of high moleculai weight 

A somewhat similar factor was desciibed in the 
sera of patients with various diseases, as well as 
those of apparently normal human beings ihis 
factor reacted only ivith red blood celk sensitized 
bv human antibodies It was assumed that the 
anti-gamma globulm factors of human sera aie 
antibodies produced against the organisms own 
immune globulins which had undergone changes 
during the course of m vivo serolopcal reactions 

A soniewhat similar explanatwn of rheumpoid fac¬ 
tor production was discussed by Najjai 

In relation to the pathogenesis of Aemnatmd 
aithiitis the question has been raised whether this 
“could" be the result of -tosemi^ation 
aeainst the patient’s own gamma globulin, oi 

gZ ’ - own gamma globulm 

J----- , Bnctenolocy and Immunolog>, UnnersiU 

of aio"c?ooTorMed.c>ne nnd Buffalo General HospUal 


Materials and Methods 

I Reagents 

A Sennn Ft actions —Ammonium sulfate precipi¬ 
tation of gamma globulin was performed by addi¬ 
tion of the salt to give a concentration of 135 M 
After washing three times, the precipitate was dis¬ 
solved in distilled water, and dialyzed exhaustively 
against saline Protein concentrabon of the final 
preparation was determmed by the biuret method 
Commercial preparabons of Cohn Fraction 11 and 
Fi action V were supplied by Pentex, Kankakee, Ill 

B Whole Serum Precipitate -^Vhole serum pre¬ 
cipitate was prepared by the technique of Proom 
Accordingly, 2 5 ml of seium was diluted wth 8 
ml of distilled watei Then 9 ml of a 10% solubon 
of potassium alum, AIK ( 804)2 I 2 H 2 O, was aade 
The pH was adjusted to 6 5 by dropwise addition 
of 5N sodium hydioxide The piecipitate was spun 
down, washed twice witli buffered saline, pH ' 
and resuspended in about 3 ml of saline 

C Antiseia -An incomplete anb-Rh serum wp 
lev” was supplied by Dr Marion Waller 0 c 
Department rf Pathology, School of Medicme 
Richmond, Va This anbserum was selected from 
a large gioup of sera, Rh-posibve red cells, sensi¬ 
tized with this sei-um, were agglutinated bv most 
iheumatoid arthribs sera Four potent anb-Ki^sera 
weie selected fiom material in this departnaent 
These antisera did not react xvith ^ - 

xitis sera Five commercial Si’! 

anb-sheep hemolysin were supplied by Ddeo, ^ 
troit BBL, Baltimore, and by Hyland Labon 
tor es Los Angeles, and in addition, bvo sheep cell 

IXm prepmed m our o'”” ^ 

Rabbit anb-G serum was kmdly suppliea ny u 
r.iwr of New York Hospital It was an mcom- 

Cd” TSriw 

anbbodies against it Coombs re- 
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rabbit red cells agglutinated by pooled norm il hu¬ 
man serum, as previously described 

D Freund Incomplete Adjuvants—Freund in¬ 
complete adjuvants were supplied by Difco of De¬ 
troit, Micb A mLxture of killed and dried Mycobac¬ 
terium smegmatis and Mycobacterium butiTicum 
was added, in amounts specified below 

II Immunizahon Procedure 

Prior to immunization, the labbits were bled fiom 
the central arterv of the ear, a total of 20 to 30 ml 
of serum was collected from 3—4 bleedings per¬ 
formed at intenails of 7—10 days Sera were pre¬ 
served at —23 C After the last bleeding the animals 
were given i rest period of at least one week be¬ 
fore starting the injections 

A Ammonium Sulfate Gamma Globulin —Ammo¬ 
nium sulfate gamma globulin was piepared from 
the serum of each mdividual rabbit and preserved 
at —23 C The protein concentration of these prep¬ 
arations varied between 1 and 2% Equal volumes 
of gamma globulm and Freund adjuvants were 
mixed u'ltli a svringe until the mixture became 
dense enough For each inoculation a total of 07 
ml of the globuhn-adjuvant mixture was adminis¬ 
tered intracutaneously into each animal m footpads 
and in several sites on the back The first three 
moculations were administered at weekly mtervals 
using Mvcobacteria-ennched adjuvants (8, 6, and 4 
mg of Mycobacteria respectively for 1 ml of ad¬ 
juvant) Further injections were given at various 
time intervals using incomplete adjuvants The 
exact schedule is given in figure 1 

B Whole Serum Precipitate —Whole serum pre¬ 
cipitate was fieshlv prepared for each moculation 
from 2 5 ml of pre-immune serum Here again each 
rabbit was injected watli the precipitate onginating 
from its owTi serum About one-third of each inocu¬ 
lation volume was administered intracutaneouslv 
into footpads and back, one-third ivas injected in- 
tramuscularlv, and one-third was given intraperi- 
toneally The exact schedule is given m figure 2 No 
Freund adjiii'ants were used m this series of im¬ 
munizations 

III Serological Tests 

A Agglutination of Red Blood Cells Sensitized 
by Antibodies —Tluee different svstems were used 
(1) human gioup O Rh-positive red cells, sensitized 
bv incomplete human anti-Rh serum, (2) sheep red 
cells, sensitized by subagglutinating doses of rabbit 
inti-sheep cell hemolysin, and (3) rabbit group G 
red cells, sensitized bv incomplete rabbit anti-G 
serum 

The anti-Rh sera were used for the sensitization 
of red cells in dilutions of 1 2 to 1 10 dependmg on 
their titer Anti-sheep hemolysins were used at dilu¬ 
tions four times greater than their agglutinating 
titers Anti G serum w as employed at a dilubon of 
1 40 


Sensitization was pei formed b\ mixing equal vol¬ 
umes of a 4% suspension of washed red blood cells 
and diluted antiserum, the mrxtures were left for 30 
minutes in a waterbath at 37 C After sensitization 
the cells ivere washed three times with saline and 
resuspended to a concentration of 1% 

Prior to testing with sensitized cells the antisera 
under mvestigation were freed of natural hemag¬ 
glutinins by the following procedure To three vol¬ 
umes of antiserum, heated for 30 mmutes at 56 C, 
w'as added one volume of wxished and packed red 
cells The mixture w'as shaken foi 2 hours at room 
temperature, centrifuged, and the absorbed serum 
w'lthdraw'n 

The experiments themselves w'eie earned out in 
the following w'av Tw'o row's of tw'ofold-incieasing 
dilutions of antiserum weie prepared in 01 ml 
volumes To each tube of the first row' was added 

1 drop of a 1% suspension of sensitized cells, to the 
second low w'as added 1 drop of a 1% suspension 
of unsensitized cells The tubes were left for two 
hours at room temperatiiie and centrifuged for one 
minute at 500 rpm Then the degree of agglutina¬ 
tion W'as estimated after slight shaking of tlie tubes 
Only occasionally w’as some agglutination found in 
the second row, probabh' due to incomplete absorp¬ 
tion of natural hemagglutinins, but results of such 
tests vvere not considered conclusive and w'Cie 
therefore omitted 

B Tanned Cell Hemagglutination Test —The 
tanned cell hemagglutination test w'as performed 
according to two procedures One of them was 
elaborated m this depaitment for thyroid antibodv 
investigations This technique, employing buf¬ 
fered saline at pH 7 2, w'as used for experiments 
in w'hich red cells w’ere coated w'lth both w'hole 
serum and gamma globulin pieparations In addi¬ 
tion, the technique of Heller and his collaborators 
W'as followed This procedure, employing phos¬ 
phate buffer at pH 8 2, w'as used only for the ex¬ 
periments with red cells coated bv Fraction H In 
both procedures human and sheep red cells tanned 
with 1 20,000 diluted tannic acid w'ere used inter¬ 
changeably The agglutination w'as estimated ac¬ 
cording to the red cell sedunentation pattern Tw'o 
leadings w'ere taken in the first procedure after 

2 hours at room temperature, and ifter 16 hours 
it 4 G One reading onb' w as taken m the second 
after 16 hours at 4 C 

G Inhibition of Agglutination Tests—Increasing 
dilutions of serum or serum fraction, tested for in¬ 
hibitory activity, W'ere mixed with equal volumes 
of an antiserum dilution established m prehmman 
titrations (about eight agglutmating units) and left 
for 15 minutes at room temperature Then the addi¬ 
tion of sensitized or tanned and coated red cells 
W'as made, according to the technique described 
ibove 

D Complement Fixation Test —Gomplement fix¬ 
ation test W'as performed in 0 5 ml of total volume. 
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01 ml of each component being added Anbseia 
weie used at the dilution of 1 15 and/oi 1 30 Foiii- 
fold increasing dilutions of anbgen were employed 
Fixation for 16-18 hours at 4 C was followed by 1 
hour at 37 C Three to four readings were taken 
duimg an incubation at 37 G of 15 to 150 minutes 


TlTCJ^ 



Fig 1 -Agglutination of human O Rh-f red blood cells 
sensitized by incomplete anti-Eh serum Titer of reactions 
produced by sera of rabbits injected with their own gamma 
globulin incorporated in Freund adjuvants Dots indicate 
bleedings, arrows injections 

E Pi ecipitation Reactions—Double difEusion gel 
precipitation test was performed in Petri dishes, 
according to Ouchterlony One and two-tenths 
pel cent agai, m salme with 0 01% thimerosal 
(Mertlnolate), was used The plates were pre¬ 
served at room temperature and readings taken 
after 3, 6, and 10 days 

Immunoelectrophoresis was peifonned according 
to Giabar and Williams m a baibital buffer of 
pH 8 2 

F Passive Cutaneous Anaphylaxis —Passive cuta¬ 
neous anaphylaxis (see Ovary was performed on 
albino guinea pigs weighing about 250 Gm Anti- 

Table 1 —Neutralization of Rabbit Anti-Own Gamma 
Globulin Serum—Effect of Sera and Fraction 11 of Human 
and Rabbit Origin on the Agglutination of Rh Positive Red 
Cells Sensitized by Incomplete Anti-Rh Serum’‘ 
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according to the intensity of coloration and diam¬ 
eter of lesion 

Results 

All the rabbits that were injected with either 
gainma globulin or alum precipitate of whole serum 
produced similar antibodies, reacting with gamma 
globulins of several species, as demonstrated by a 
variety of serological reactions The antibodies 
were thermostable, and they resisted heating at 
56 G for one-half hour, showing no appreciable loss 
of activity Also, they were associated with the 
gamma globulm fraction of the antisera, as shown 
by immunoelectrophoretic analysis 
Interestingly enough, tire gamma globulin frac¬ 
tions from certain foreign species reacted much 
better than the gamma globulm isolated from the 

titer 
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No HK51 Anti Own Gumma Globulm Serum at 1 80 Dilution 


Inhibited by 


Dilutions 

1 


A__ 

t 

Inhibiting 

Human 

Babbit 

1 % Human 

1% Rabbit 

^ Specimen 

Sentin 

Serum 

Prflction II 

Fraction II 

1 3 

— 

++ 

— 


1 0 
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— 

+-I- 

1 27 
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— 

-H-+ 

1 81 

— 

-f++ 
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1 213 

— 

-t-f-f- 

— 

-1'+-)- 

1 729 

_ 

-t-f-l- 

— 

-f-H" 

1 2,187 

++ 

-!-)-+ 

+4- 

-i-+-l- 

1 G,5G1 

Saline 

+++ 

+++ 
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* 0 1 ml ol Inhibiting specimen +01 ml of immune serum, 15 min 
utes incubation at room tempernturo -fl drop 

Agglutination estimated after 2 hours mrabation at room temperature 
followed by 1 minute centrifugation at 500 rpm Rabbit sera and Prnc 
tlon II absorbed of natural anti human hemagglutinins 


seia diluted 1 10 were injected intradermally on 
the shaved back m 01 ml volumes After 4-6 hours 
the animals were challenged intravenously with 0 5 
ml of antigen mixed witli 0 5 ml of a 1% solution 
of Evans blue Thurty minutes later the guinea pigs 
\ were saciiBced and the skin reactions on the inside 
surface of the skin were examined and recorded 


Fig 2 —Agglutination of human O Rh-J- red blood cells 
sensitized b> incomplete anti-Rh serum Titer of reactions 
produced bv sera of rabbits injected witb tbeir own sera 
precipitated by alum Dots indicate bleedings, arrows in¬ 
jections 

rabbit serum itself Of all species tested, the mate¬ 
rial of human origin gave the strongest reaction 
For the sake of clarity, tlie e\-penments recorded in 
this paper will be limited to the results obtained 
with human and rabbit sera and tlie corresponding 
serum fractions 

I In Vitro Antigens of Human Origin 

A Agglutination of Sensitized Red Blood Cells — 
All tlie antisera that were tested agglutmated hu¬ 
man Rh-positive red cell sensitized with mcom- 
plete anh-Rli sera No selection of Rh antisera, such 
as IS required for rheumatoid arthritis serology, 
was necessary, positive results were obtained 
red cells sensitized by any of tlie Rh antisera tested 
Figure 1 presents the titers of sera of rabbits m- 
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jected with their gamma globulin mcoiporated ~ 
in Freund adjuvants when tested against sensitized 
Rh-positive cells The controls of this expei mental 
series consisted of three rabbits which were in¬ 
jected with their o^vn whole serum (instead of /- 
globulin) and Freund adjuvants The immunization 
schedule was the same as for R No 240 and cov¬ 
ered the observation period of two months No de¬ 
tectable antibodies had appeared up to the end of 
tliat time md for that reason the seia of these con¬ 
trol animals were not included in figuie 1 The 
failure of the control animals to jiroduce antibodies 
pioved that the use of isolated gammi globulin 
was necessary for the production of the described 
antibodies, md that this antibodv produchon was 
not—at least within the time peiiod of the experi¬ 
ment—stimulatet" vy intact w'hole seiiim incoipoiat- 
ed into Freund adjuvants nor bv the action of the 
Freund adjuvants tliemselves 
Figuie 2 presents results obtained bv testing the 
sera of rabbits injected wath an alum precipitate of 


As can be seen from this table, whole human 
serum as well as human Fraction II exhibit very 
marked neutralizing actixaty' In contrast, whole 
rabbit serum is completely inactive Rabbit Frac¬ 
tion II shoxvs inhibition only m very high concen¬ 
trations Ver)^ similar results to those showm in 
table I, obtained by using anti-own gamma glob¬ 
ulin rabbit sera, could be demonstrated by using 
inti-human globulin rabbit serum 

B Tanned Cell Hemagglutination —All the anti¬ 
sera that were tested agglutmated human and 
sheep er)'throcytes tanned and coated with whole 
human serum or Fraction 11 oi with gamma glob¬ 
ulin xiiepared by ammonium sulfate precipitation 
Human serum coated best in dilutions of 1 50 to 
1 200 Human Fraction II could be applied at i 
bioad range of concentrations of 0 005 to 1% Ag- 
glutmation titers up to 1 100,000 have been ob¬ 
served 

Agglutination of red cells coated with human 
Fraction H could be easily inhibited by mixing the 


Table 2 ^Complement Fixation Test—Rabbit Antiserum No 1080 Produced by Immunization 
with the Ahull Precipitate of Rabbits Own Pre-immtine Serum” 


Antfeonmi Dilutions (A) 1 lo and (B) 1 30 



AntlgLO'* Noninil Human Strum nnd Fraction II of Pooled Normal Human Serum 

hole Human Serum 17o Fraction II of Human Serum 
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‘ I Katlon 10 lioius at 4 C and 1 hour at t Itcadinj, taktn after incubatfon at 37 C (u) 20 minutes (b) 4) minutes — de^^lgnates complete 
hciiioU I 4- -4+ *f+4- and ‘1 Ikniite Incrca'ilnu inhibitions up to complete lack of hemolysis 


the animals own wdiole seium The test procedure 
w IS the same as m the experiments lecoidcd m 
figure 1 Apparently seia fiom animals injected 
with alum precijiitate contained antibodies similai 
to those of labbits treated wnth their ow'n isolated 
gamim globulin fraction 

Actually, the agglutination of human Rh-positive 
red blood cells sensitized bx' incomplete anti- 
Rh serum proved to be a verv sensitive method for 
detecting antibodies m the i ibbit antisera under 
inx estigation Some of these seia with high anti¬ 
bodv content were studied for their cap icity to de¬ 
tect sensitization of led cells of patients suffenng 
from both acquired hemolvtic anemia of the adult 
md hemolytic anemia of the newborn (direct 
Coombs test) Our antisera produced jiositix'e re¬ 
actions in the same manner is did inti-human 
globulin serum (Coombs reagent) 

Table I presents the results of in experiment 
designed to obtain mformation regirding the neu- 
trihzation of antibodies present m inti-owTi gimma 
globulin rabbit sera 


intisera with human Fraction II prior to the addi¬ 
tion of coated red blood cells, m contrast, labbit 
Friction II had very weak inhibiting activity These 
results were quite similar to those presented m 
tible 1 

C Complement Fnation Test-Anti-own gammi 
globulin rabbit sera No HK54 and No 240, as 
well as anti-oxvn serum precipitate rabbit serum 
No 1080, w'ere active m tlie complement fixation 
test against whole human serum and human Frac¬ 
tion II The antisera w'ere tested at I 15 and 1 30 
dilutions Positive reactions w'ere obtained up to 
\''ety high antigen dilutions These reactions xvere 
frequently characterized by considerable prozonc 
phenomena 

Verv similar results could be observed m the 
complement fixahon test using anti-human globulin 
rabbit serum 

D Gel Precipitation —In double diffusion gel pre¬ 
cipitation the anti-owTi gamma globulin sera No 
HK54 and No 240, as well as anti-alum precipitate 
senim No lOSO, precipitated w'hole human serum 
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and Fiaction II of human oiigin Othei anti-ovvn 
gamma globulin seia and anti-alum inecipitate seia 
failed to give pi ecipitation The minimal concen- 
hation of human Fiaction II which pioduced posi¬ 
tive gel pi ecipitation leaction was 0 001% 
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Fig 3 —Double diffusion gel precipitation "Well 1 human 
Fiaction 11 at 0 008% concentiation, Well 2 anti-liuman 
globulin rabbit serum no 10, undiluted. Well 3 anti-own 
gamma globulin rabbit scrum no HK 54, undiluted 

In the evpeiiment shown m figuie 3, anti-own 
gamma globulin rabbit seium and anh-human 
globulin labbit seium u'ere tested simultaneously 
against human Fraction II A confluent line of 
pi ecipitation was obseived, pointmg to the iden- 
tiW of the antibodies contained in these two types 
of antisera 

The anti-own gamma-globulin seium No 240 was 
tested by the immunoelectiophoiesis procedure 


lenge of the animal with whole human seia (fie 
as well as human Fiaction II \ fe w 

II In vitro antigens of rabbit origin 

None of tlie antiseia tested produced any reac 
tion with any of the whole rabbit seia used as anti¬ 
gens, consistently negative results were obtained in 
all tests employed complement fixation, precipi¬ 
tation, tanned cell hemagglutination, and passive 
cutaneous anaphylaxis 

Similarly, m spite of many eSoits, we could not 
pioduce agglutination of led blood cells sensitized 
xvith antibodies of rabbit origin by means of the 
antisera m question, which had pioved so efiPectn'e 
in bunging about agglutination of human red cells 
sensitized unth incomplete Rli antibodies We ob 
tamed negative results with botli systems used 
sheep red blood cells sensitized by subagglutinating 
doses of various anti-sheep hemolysins and rabbit 
gioup G red cells sensitized with anti-G serum 
In further experiments chemical])^ isolated gam¬ 
ma globulin pieparations of pooled rabbit sera 
weie used as an in vitro antigen We examined 
both cold ethanol preparation of gamma globulin 



against electiophoietically separated human seium 
Anti-human globulm seium was included m the 
same experiment As is to be seen in figuie 4, both 
seia produced veiy similai lesults a line of pie- 
cipitation in the gamma globulin region 



Fig 4 —Immunoelectrophoresis Antigen, undiluted normal 
human serum placed in the cential well A and separated bs 
electiophoiesis (4 hours, I20v, 4 C) Thereafter honzontal 
wells filled with undiluted labbit antisera, a anti-human 
globulm no 447, b anti-own gamma globulin no 240 

E Passive Cutaneous Anaphylaxis—The anti¬ 
own gamma globulm serum No 240 and tlie anti- 
human globulin seium No 447 weie used foi the 
sensitization of guinea pig skin in the passive cu¬ 
taneous anaphylaxis test Both these sera pioduced 
positive skin tests following the mtiavenous chal- 


Fig 5 —Passive cutaneous anopIi> laxis Albino guinea pig 
injected mtiacutaneously with 0 I ml of 1 10 diluted sen 
rabbit anti-own gamma globulin no 240 (upper left Rek]), 
rabbit anti-human globulin no 447 (upper right Held) md 
noimal labbit serum (lower field) After 6 hours, challenged 
intiavenously with 0 5 ml of undiluted normal human 
seium mixed with 0 5 ml of 1% solution of Evans blue 
Animal sacrificed one-half hour after challenge injection 

(commercial Fiaction II of Pentex) and ammonium 
sulfate piecipitated gamma globulin (our own 
piepaiation) None of these prepartions produced 
anv clear-cut reaction when used for coating led 
blood cells and tested against tlie antisera in ques¬ 
tion Pieliminaiy heating of these prepartions foi 
one-half hour at vaiious tempeiatures between 56 
and SO C did not change tlie picture In contiast, 
positive results with isolated rabbit gamma globulin 
weie obtained m complement fixation and gel pre¬ 
cipitation tests Both of the anti-own gamma glob¬ 
ulin rabbit sera, No HK54 and No 240 winch 
weie positive m these tests with human antigens, 
as described above, reacted also positively with the 
rabbit Fiaction II preparation Table 3 records 
such a complement fixation test 
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As can be seen from table 3, antigens of human 
origin, both whole serum and Fraction II, proved 
to be ver\" strong antigens in the complement fixa¬ 
tion test However, rabbit Fraction II had to be 
used at a concentration of at least about 1,000 
times higher than tlie human Fraction II in order 
to demonstrate its ability to act at all as an antigen 
in the test tube Whole rabbit serum was complete- 
Iv inactive The results given in table 3 also point 
to the fact that anti-liuman globulin rabbit serum 
No 447 gives piactically identical results to those 
obtained with anti-own gamma globulm rabbit sera 
No 240 and No HK54 

The obsen'ations made by means of complement 
fixation were essentiallv substantiated using the gel 
precipitation technic As showm m figure 6, lines of 
precipitation did form using anti-own gamma glob¬ 
ulin labbit serum and Fraction II of both human 
and rabbit origin The W'o precipitation Imes were 
confluent, pointing to the identity of the antigens 
involved However, in order to obtam precipitation 
with the labbit Fraction II verj' high concentrations 
(more than 10%) had to be employed m contrast 
to the human Fraction H which gave positive re¬ 
sults at low concentiations (0 01%) 

Discussion 

Accoiding to the expeiimental evidence pre¬ 
sented an animals owm gamma globulin isolated 
by means of ammonium sulfate precipitation, as 
w'ell as an animals owm serum precipitated bv 
alum, niav stimulate the pioduction of intibodies 

Table 3 -Complement FtxaUoti 7 est°—Rabbit Antisera at 
1 15 Dilutions Anti'owii Gamma Globulm No 240 HK54 
and Anti-Human Globulin No 447 

\utff,ona \ Normal Human Scrum B ^o^nal Rabbit Serum 
C Traction II of Pooled Normal Human Serum 
D Fraction II of Pooled \ormal Rabbit Serum 


HIthest Antigen Dilution Producing Definite 
Inhibition of Hemolysis 




AA hole Sera 

1% Fraction II 


No 

4 Human B Rabbit C Human D 

Rabbit 

240 


>10 000 <5 

>10 000 

10 

HKtfl 


>10 000 <j 

>10 000 

If 

44? 


>10 000 < 1 

>10 ooo 

10 


* Flj.iir-'** InJlcatc the greatest dilution of antigen nhich ga\e corn 
plete iohlbitfon of hemoIy«:I« 


The aiitiseia tested by various seiological methods 
exhibited the unexpected feature of reacting much 
more stronglv with material obtained from certain 
foreign species than watli material origmating from 
the same species (rabbit) For the sake of clantj' 
and brevity, only the relationship betiveen human 
and rabbit gamma globulm is discussed in this 
paper 

Positive results watli w'hole human sera and the 
gamma globulin fraction of human sera could be 
illustrated wath greatest ease by means of a w’hole 
batten' of serological tests 


In contrast, positive results watli rabbit material 
w'ere very difficult to produce No reaction occurred 
with W'hole rabbit sera Using^rabbit Fraction H 
at enormous concentrations, w'e finallv obtained 
positive results in complement fixation and pre¬ 
cipitation tests—the two methods know'n as tlie 
most sensitive in detectmg minute antigenic traces 
in antigenic mixtures 



Fig 6 —Double diffusion gel precipitation Well 1 un¬ 
diluted rabbit anti own gamma globulin serum no 240 
Well 2 20% rabbit Fraction 11, Well 3 0 01% human 
Fraction 11 

These findmgs w'eie quite unexpected, and neces¬ 
sitated consideiation of the possibiliW of con¬ 
tamination The material used for immunization as 
well as the commeicial rabbit Fraction H might 
have been contaminated w'ltli serum oi serum frac¬ 
tions of human ongm IVe therefore again immu¬ 
nized a new' series of rabbits with alum-precipitated 
sera, and performed the ex’periments w'ltli special 
precautions Brand new' glassw'are, syringes, and 
needles were used All glassw'are and sj'nnges 
were submerged for several hours in acid-chromate 
cleaning solution, and after nnsing, were exposed 
to 200 C for 2 hours, the needles w'ere exposed to 
heat only Tlie w'orkers who performed the manipu¬ 
lations on the animals wore stenle, disposable, 
plastic gloves In spite of all these strict precau¬ 
tions to prevent outside contamination, the animals 
formed antibodies of the same tvpe as the rabbits 
previously mjected in a routine manner We can¬ 
not exclude (for the time bemg) the rather unlikely 
possibility of contamination of rabbit Fraction II 
used as an in vitro antigen, but in the verx' near 
future we expect to obtain Fraction II prepared 
w'lth special precautions How'ever, our principal 
findmgs, 1 e, the affinity of the antisera under dis- 
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cussion for human material, could not be invali¬ 
dated by these contemplated experiments 

We mav offei the following hypothesis for these 
obseivations The isolation of rabbit gamma globu¬ 
lins by means of chemical procedures and the pre¬ 
cipitation of serum proteins by potassium alum in¬ 
duce stiuctural changes in a small proportion of 
gamma globulin molecules The altered molecules 
lose their original species specificity and assume a 
new antigenicity closelv resembling human gamma 
globulins 

Upon injection into rabbits, only these altered 
molecules are able to induce ictus immunizatorius 
Hence antisera obtained by such immunization con¬ 
tain antibodies against human gamma globulins and 
exhibit reachons paralleling those of anti-human 
globulin rabbit sera Because tlie altered human¬ 
like molecules constitute but a very small fi action 
in rabbit gamma globulin preparations, positive 
serological reactions with this material are difficult 
to produce m vitro and may be observed only at 
very high concentrations of gamma globulin prepa¬ 
rations 

We are fully aware that the antibody piodiiced 
in our rabbit expeiiments differs in many respects 
from the factor found in patients suffering from 
rheumatoid arthritis The rheumatoid factoi in pa¬ 
tients’ seia ajiparently has a greater affinity foi 
human gamma globulin than has our artificially pro¬ 
duced labbit antibody for rabbit gamma globulin 

However, on the basis of pieviously published 
observations and some of our own unpublished ex¬ 
peiiments, we do not believe that the rheumatoid 
factor and other anti-gamma globulin factors found 
in human seia constitute one single uniform type of 
anhbody as far as mode of leaction and species 
specificity or group specificity aie concerned We 
tlierefoie aie inclined to believe that the experi¬ 
mental data presented in this paper, obtained by 
immunization of rabbits, are closely related to the 
‘family’ of anti-gamma globulm factors of human 
sera to which the rheumatoid factor belongs The 
analogies also suggest to us that the anti-gamma 
globulin factors of human sera aie antibodies, the 
production of which might be stimulated by the 
oiganism’s own altered gamma globulins 


sera When isolated gamma globulins were used as 
in vitro antigens positive results with both human 
and rabbit material were obtained However to 
produce positive complement fixation and precipi¬ 
tation tests the concentration of rabbit gamma 
globulins had to be about a thousand times stronger 
than that of human gamma globulins 
To explain the experimental findings, the as¬ 
sumption has been made that in both experimental 
labbit groups antigenic stimulation was provided by 
gamma globulin molecules which under\vent struc¬ 
tural changes upon chemical treatment of the 
serum Most probably only a small proportion of 
molecules became altered, only these altered mole¬ 
cules, however, being no longei “self,” could exert 
the antigenic shmulus 

On the basis of tlie experimental results pre 
sented m this paper the possibility is considered 
that the rheumatoid factor and similar anti-gamma 
globulin factors of human sera, too, may be caused 
bv tlie antigenic stimulation with the patient’s own 
alteied gamma globulins 

Tins study was supported by a grant from the National 
Foundahon 

The authors are indebted to Dr Ulam Loza, Mr C Jolin 
Abeyonnis, and Miss Barbara Leahy for their assistance in 
these studies 
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SPECIAL COMMUNICATION 


Responsibility in a Troubled World 

John S Milhs, Ph D , Cleveland, Ohio 


A well-organized and meaningful address, like a 
well-organized and meaningful sermon, frequently 
requiies a text Rather than quote sentences from 
the writings of a gieat sage, I would prefer to 
focus t'our attention on the fundamental charactei 
of this occasion We are gathered to witness and to 
participate in a ceremony of the installation of the 
President of the American Medical Association We 
have paid honor to the man who has carried that 
lesponsibility in the past vear, and we have ex¬ 
pressed our good will and our confidence in the 
man who will discharge the responsibilities of that 
high office for the coming year Our attention, 
therefore, is centered upon those who choose and 
are called to responsibihtx' The theme of this 
evening and the text for my remarks is the impor¬ 
tance of tile voluntary' assumption of responsibility 
TJierefoie I have chosen the title. Responsibility in 
i Troubled World ’ 

It IS fitting that we should give the consideration 
and the lecognihon of the assumption of responsi¬ 
bility 111 important place in the progi am of the 
meeting of the Association Never m the history of 
mankind has the voluntary' assumption of respon¬ 
sibihtx been so necessarx' to our well-being At this 
epoch m the history of a troubled xvorld there is no 
subject which so demands our thought and our 
action 

Our Troubled World 

May I begin by speakmg of the troubled xx’orld 
No one will denx' that it is troubled and that we 
should tr\' to understand xvhv this is so, and then 

ImuEurnl address at the I09th annual meetmj; of the Amenc^n 
MedicM Assocntion Minim Bencli FJn June 14 1960 


strive to find the means b\ winch we can make it 
less troubled In mv understanding there are thiee 
great forces at work m tlie xvorld m our time and 
xx'hich are the ingredients of turmoil and change 
The first force is the ex-plosion of kmoxx'Iedge 
I use the xvord ‘ explosion’ advisedly for that is just 
XX hat It IS We are learning at such a rate that xve 
cannot digest one discovery before another arrives 
We are applying our nexv knoxvledge so rapidlv 
that change has ceased to be evolutionary' and has 
become revolutionarx' I need not labor this point 
xx'ith this sophisticated audience In no field is new 
knoxx'ledge more plentiful, application more rapid, 
change more revolutionarx', than in medicine But 
the same is true in neaily every other field of in¬ 
tellectual effort M^e can feed a burgeonmg popula¬ 
tion xvith less and less acreage and less and less 
manpoxver We can furnish the necessities of life 
ind an mcredible list of luxuries xvith less and less 
effoit We can transport ourselves at fantastic 
speeds And noxv xx'e can free ourselves of graxitx' 
to rocket to the moon One speaker desenbed this 
111 a nutshell bv sax'ing that xve are hx'mg m the 
txxeiity'-second centurx' md our children xx’ill hx'e 
in the txventy-seventh This is true, for if xve meas¬ 
ure time in terms of change, xve have alreadx 
.iffix'ed in the txventv-second century 
The second great force is tlie further axvakening 
of man’s social and political conscience This force 
XX Inch has developed sloxxly from the davs of the 
Magna Charta, through the Amencan Revolution, 
has been ex'ident in only a portion of the xx orld at 
anx' one time Noxx' it is spreadmg xxath great ra- 
piditx —igain becoming more of a rex'olutionarx' 
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force than one of evolution Men of good will find 
it more difficult to justify poverty, illness, ignoi- 
ance, slavery, and injustice Perhaps this second 
foice has been triggered by the first, the explosion 
of knowledge Non' that we know that people don’t 
have to be hungry, or sick, or ignoiant, oui con¬ 
sciences cannot accept the idea that thev should 
so continue 

The tliird gieat force is the struggle that i evolves 
aiound the question, “How competent is man^” We 
usually think of this as the contest for men’s minds, 
hearts, and bodies between the free ivorld and tliat 
of the Iron Curtain But it really is a debate on that 
very simple question We of the free v'orld stake 
everything on the belief that man is competent to 
assume the responsibilities of self-determination of 
self-discipline, and, tlierefore, of fieedom Oin 
opponents clearly believe and state that man is not 
competent enough for eithei self-disciphne oi self- 
determination Having decided to then oum satis¬ 
faction that this is true, they proceed veiy logically 
to the destruction of personal freedom, the elimi¬ 
nation of individual choice, and the totalitarian 
state Further, the great debate waxes hottei be¬ 
cause of the other h^'o forces I ha\'e mentioned As 
change becomes more revolutionar}% the question, 
“How competent is mani^” becomes more and more 
crucial 

Perhaps I may now dare to put my finger on the 
key to the problem of resolving these forces and 
thus making the world less troubled In my humble 
judgment, this key is the word “responsibilit)' ” It is 
the same word on either side of the gieat debate— 
in tlie free world, it is personal responsibility and 
voluntary group responsibility, in the othei pait of 
the world, it is state responsibility This leads me 
back to the first part of the title of this address 

The Desires of Modern Man 


I have seen many reports of those things which 
the peoples of the modem world desire and strive 
foi I have seen surveys among adults and among 
teen-agers, among Americans and among French¬ 
men, among Indians and among Africans In these 
rankings of desires and objectives there is a striking 
and disturbmg similarity All lists place in fiist 
position, security Everyone appears to want se¬ 
em ity above all else It may be security from war, 
expressed as tlie desire for peace, or security fiom 
want, expressed as the desire for money, or security 
from worry, expressed as the desire for peace of 
mind, 01 security from illness, expressed as desire 
for health, or security from competition, expiejjed 
as desire for status or prestige The desire usffiffly 
placed in second place is happiness In third rank 
IS usually placed the desire for freedom oi, rathei, 
authority for self-determmation Other desires are 
found, but these three cover the really univeisal 
asnu-ations One cannot seriously challenge the 
vahdity of any of these human desires We all want 
them They are moral and tliey are humane But, it 


one thinks about it, it is shocking that nowhere 
does theie appear a desire for responsibility In 
fact, if we prepared a list of those things winch 
people do not want, responsibility would probably 
apeai on all lists and in a prominent place on most 
of them Thus, we are faced witli a contradiction- 
people want security, happiness, and authority, but 
thev do not want responsibility^ Yet, security', hap¬ 
piness, and authoiity are directly related to respon- 
sibilitx', as cause is to effect, or as means are related 
to ends This, in a nutshell, is the human dilemma 
of 1960 We want that for which we aie unwilling 
to pa\ ^^^e want an end while rejectmg the only 
a\’ailable means to achieve that end We want free¬ 
dom and authoiitv, but we don’t want responsibilih' 

Responsibility—the Price of Authority 

Let us spend a few minutes examining the logic 
bv winch resiionsibility' is related to authority in 
a free society' It is this relationship that forms the 
basis for our laws and for our customs, and applies 
equally to individuals and to groups of individuals 
The logic involves three key words—competence, 
responsibility', and authority' We hold that if com¬ 
petence can be demonstrated, then the assumption 
of lesponsibihty should be permitted In order to 
discharge that lesponsibihty', tlie individual must 
be gi\'en authoiity' commensurate with that respon- 
sibihtx’, or, to expiess it another way, the individual 
must be guaranteed the freedom required foi 
the discharge of the responsibility assumed This 
aiithoiih' or freedom is both a means for tlie dis¬ 
charge of responsibility and an end in itself, for 
certainly human libeity is a desiiable end To illus¬ 
trate with the case of an individual m a free so 
cietv we lecognize that a man, because he has a 
mind, a conscience, and a free will, is competent 
to impose a substantial amount of self-disciplme 
upon Inmself, and theiefore to govern himself ITe 
theiefoie assign him the responsibility or, more 
accuiatelv, permit him to assume the lesponsibihty 
of libeity and self-government We follow tbs 
assignment v'lth the guarantee of authonty' suffi¬ 
cient for the discharge of this responsibility by 
legally guaranteeing freedom of thought, freedom 
of speech, fieedom of assembly, and freedom of 
political action The tliree key words-competence, 
responsibility, authonty, m that order-describe 
our philosophy and our practice No one of the 
three can be had without the othei s, foi they are 
inextiicably bound together 

To return to the human dilemma of 1960, it may 
be described as a desire for authority unsupported 
sometimes by competence, but nearly alwa)^ de¬ 
sired without Its justification of responsibility 
Taken together, the three ideas form a logical 
whole xvhich is impregnable Taken singly, there is 
no logic and therefore no structure and no strength 
to resist challenge or destruction We say that 
natuie abhors a vacuum-so, as a vacuum occurs 
because competence does not exast, or because 
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responsibility is not undertaken as a basis for 
freedom and authonty, government moves m to 
assume the responsibility, mevitably curtailing m- 
dividual freedom, and making individual authorit}’ 
meaningless 

Voluntary Group Responsibility 

Up to this point I have been speakmg about 
individuals, but now I must speak with the same 
basic logic about groups of individuals In the area 
of group competence, responsibihty, and authority’ 
we have divided our activities into two sectors, the 
public and the private We operate m the public 
sector by governmental organization, and in tlie 
private sector by voluntary associations This sepa¬ 
ration seems appropnate, for we can think of many 
areas where voluntary associations are simply not 
competent, such as national defense, the comage of 
money, mtemational diplomacy, and law enforce¬ 
ment In contrast, we depend on voluntary asso¬ 
ciations m many large areas of our common life 
Particularly is tlus true of the learned professions 
Organized society recognizes the group compe¬ 
tence formally by granhng a charter, and permits 
the group to assume responsibdity But here we 
come to a most important diflcerence In the case of 
the mdividual who assumes responsibihty, he is 
given authonty or freedom which has legal guaran¬ 
tee In contrast, the voluntary association which 
seeks and accepts responsibility has no legally 
guaranteed authority If it gams authority, it does 
so because society voluntanly elects to accept that 
autlionty This is authority by voluntary consent, 
and that which is voluntanly given can be volun¬ 
tanly withdrawn The important point that I 
would make is that the authority of a voluntarj' 
association, so necessaiy' for the discharge of its 
responsibilities, is a very fragde thing That author¬ 
ity must be won and retained by contmuous lead¬ 
ership so skillfully and effectively given that societ)' 
cannot do without it Thus, the pnme responsibility 
IS the responsibility for leadership 

The most ve\mg problem, both for free mdmd- 
uals and for voluntary associations, is copmg witli 
change In a free society, the mdmdual is expected 
to make his own adaptation rather than be told 
what to do by his government Just so, the volun¬ 
tary association which has sought and accepted 
leadership must cope with change or face the cer¬ 
tainty that someone else, either government or 
another group, will do it For this simple reason, 
again I say it—the responsibility of coping ivith 
change becomes by far the greatest responsibilib,' 
of leadership 

Responsibility and the Future 

These thoughts lead me to make this statement 
The most important requirement of any voluntary'’ 
association is to be constantlv concerned with the 
future Only as that future is intelligently under¬ 


stood are we prepared to meet the changes de¬ 
manded by the present which the future becomes 
overnight Only by constant study of the future can 
we anticipate and hence cope with change I am 
not advocabng the abandonment of the past, nor a 
lack of concern for the present m order to concen¬ 
trate exclusively upon the future The past is a 
record of rich achievement and proven knowledge 
which we properly call wisdom and from which we 
profit The present is a time of crisis, demanding a 
cool head, patience, and wise decision, m which we 
must live But I do submit that it is only by concern 
for the future that we may meet the crises of each 
present which the future inevitably becomes To 
say it another way our posture must be one of 
facing m tlie direction m which we are moving To 
move anyxvhere without looking where we are 
gomg IS always dangerous and frequently fatal 

A most bothersome thing about assummg a con¬ 
cern for the future is that we find ourselves m need 
of more knowledge and wisdom tlim we ourselves 
possess We find that we are less self-sufficient We 
find we need the skill of many others with whom 
we must now communicate Our enterpnse must 
become larger, our horizons more extensive, our 
decisions less mdependent This is true both of the 
free mdividual and the voluntary association and 
it expresses a contradiction We are trymg to main¬ 
tain our hberty of which we must voluntarily sur¬ 
render a part in order to retam our mdependence 
Communication with others is the means by which 
we know about the future with any exactitude 
Thus, one of the important roles of a voluntary' 
association is to serve as a center of communication 
and relationship 

I would be less than candid if I did not admit 
that I hope my hsteners have been tentatively 
applying my remarks to the American Medical 
Association The Association is a voluntary associa¬ 
tion which has demonstrated competence and has 
thus moved to the assumption of responsibility Its 
most important responsibility is leadership m pro¬ 
viding for the health of tlie citizens of our nation 
The American Medical Association is more com¬ 
petent to provide this leadership tlian any other 
group, either governmental or voluntary But tlie 
competence alone is not sufficient if the responsi¬ 
bility IS not recognized and discharged I need not 
remind you that there are signs that others m our 
society, xvhether competent or not, would gladly 
assume leadership and strive for public acceptance 
and an autliontative position The American Medi- 
cipAssociation has a long and illustrious past be¬ 
cause it has lustoncally assumed the responsibihties 
of the past It wall retain its position as it meets tlie 
responsibihty of leadership m the present It is my 
earnest hope that with statesmanship, strength, 
and determmation, it looks forward eagerly mto the 
future with the opportunities for responsibilitx' 
which he ahead 
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MONOMACHY WITH CHOLESTEROL 

A large body of clinical and expeiimental evi¬ 
dence suggests a relationship of atherosclero¬ 
sis to an alteration in lipid metabolism These obser¬ 
vations, together Math consistent reports that serum 
cholesterol levels are significantly highei in patients 
with coronary artery' disease than in control sub¬ 
jects, have stimulated an increasing inteiest in 
cholesterol-lowering procedures for the treatment 
of atherosclerosis The anticholesterol measures 
which are under current investigation include low- 
fat and low-calonc diets ''and treatment with essen¬ 
tial and unsaturated fatty acids, nicotinic acid, 
estrogens, thyroid compounds, and sitosterols One 
of the most recently developed cholesterol-lowering 
agents and apparently an important one is tripara- 
nol, an inhibitor of cholesterol biosynthesis The 
clinical as well as the metabolic effects of tins 
compound are described in an article appearing in 
this issue of The Journal, p 5 Special consideia- 
tion also IS given in this communication to the 
mode of action of the drug on serum cholesterol 
One of the mam objectives m the treatment of 
atheiosclerosis with cholesterol-lowering proceduies 
IS to prevent and reduce the accumulation, m the 
arterial wall, of cholesterol which is a major con¬ 
stituent of atheromas The cholesterol present in the 
aiteries either is derived from the blood oi is 
synthesized by the vessel wall itself The passage of 
cholesterol from the blood stream into the wall of 
the vessel may be influenced by a number of factors 
such as the concentration of serum cholesterol, lipo¬ 
protein, and tnglyceride concentrations, the per¬ 
meability of the vessel wall to cholesterol, and the 
level of arterial pressure The conditions which 
might alter the synthesis of cholesterol by the vesgel 
wall are less clearly defined An impaired transport 
of cholesterol or a reduced rate of removal of cho¬ 
lesterol from the vessel wall may also lead to an 
excess deposition of cholesterol 
Methods for measuring the effect of cholesterol¬ 
lowering procedures on the actual cholesterol con¬ 
tent of blood vessels in man aie extremely difficult 
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to develop A reduction in serum cholesterol might 
indicate a decrease m the body’s content of 
cholesterol but also might occur without this 
change, as a result of a redistribution of cholesterol 
into other tissues Recent studies suggest that an 
estimation of the “miscible pool” of cholesterol (ex¬ 
changeable cholesterol) may be obtained by follow¬ 
ing the disappearance rate of tracer doses of C‘*- 
labelled cholesterol from the serum A reduction in 
die miscible pool of cholesterol is consistent with a 
decrease in the cholesterol content of the body and 
might lead to similar reductions m the cholesterol 
content of blood vessels, if it were clearly demon¬ 
strated that cholesterol m the blood stream and that 
in the v'essel wall are freely exchangeable Studies 
on the equilibration and synthesis of cholesterol in 
normal and atherosclerotic blood vessels may help 
to answer this important question of reduction and 
prevention of cholesterol accumulation in arteries 
by anticholesterol measures It is also conceivable 
that the over-all effects of cholesterol-lowering pro¬ 
cedures may be mediated through metabolic proc¬ 
esses other than those which mvolve cholesterol 


AUTOANTIBODIES AND RHEUMATOID 
ARTHRITIS 

The harmful action of antibodies administered 
to an animal which possesses the coiresponding 
antigens was recognized by Bordet m 1898 The 
injection of serum of a gumea pig immunized 
with rabbit erythrocytes caused disease and death 
of the rabbits The refusal of a sound organism 
to produce autoantibodies became apparent, and 
was expressed specifically in 1901 by Ehrlich who 
corned the famous term horror aiitotoxicus-the 
fear of the living organism to produce antibodies 
harmful to its oum tissues Ehrlich’s view has 
been substantiated basically, however, there is ex¬ 
perimental evidence that under natural and experi¬ 
mental conditions antibodies may appear winch 
react in vitro with antigens diverted from the pro¬ 
ducer of the antibodies These findings have pro¬ 
moted a steadily increasing number of research 
projects and speculations on the role of disease-m- 
duemg autoantibodies in vivo Thus a new branch 
of medicine, immunopathology, has evolved Certain 
criteria have been enumerated for the recognition of 
autoimmune disease, specifically m relation to the 
work on chrome thyroiditis {JAMA 164 1439 
[July 27] 1957) These are (1) the direct demonstra¬ 
tion of free circulatmg antibodies that are active at 
body temperature or demonstration of cell-bound 
antibodies by mdirect means, (2) the lecogmtion of 
the specific antigen agamst which these antibodies 
are directed, (3) the production of antibodies 
agamst the same antigen in experimental animals, 
and (4) the appearance of pathological changes 
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in the corresponding tissues of an actively sensitized 
experimental animal that are basically sundar to 
those m the human disease 
There must be a reason why some autoantibodies 
mduce tissue damage and others do not The latter 
situabon may be explamed by the fact that die 
correspondmg antigen is separated from the circu¬ 
lation and maccessible for in vivo reaction with 
autoantibody An alternative explanation would 
assume that tlie autoantibody fits not to the antigen 
m its native state but to a more or less modified 
antigen Under pathological conditions one would 
expect altered antigens to appear frequently, and 
some maladies, especially chronic diseases, may be 
accompanied by the appearance of antibodies 
which react wth tissue extracts However, one 
should keep m mind that the antigenic preparations 
used for serologic tests are also frequently altered 
by isolation or extraction procedures 
Whether antibodies agamst altered own-tissue 
constituents should be given the name autoanti- 
bodtes IS a question However, it is obvious that the 
production of such antibodies is by no means con¬ 
tradictory to the horror autotoxicus rule One could 
hardly expect that antibodies agamst altered tissue 
antigens would produce a direct tissue damage 
A quite different problem may anse m coimection 
with possible pathogenicity due to the repeated m 
VIVO reactions with the altered antigen This patho¬ 
genic mechanism, if it exists, would be an allergic 
rather than an autoimmune one 
One of the most interestmg aspects of this subject 
is the serology of rheumatoid arthnbs There is 
some evidence that the rheumatoid factor is an anti¬ 
body agamst gamma globulms of some species, m- 
cluding that of man The appearance of a human 
antibody which reacts with human serum constit¬ 
uents IS an mtrigumg serologic observation The 
important question is still to be answered, however 
Is the rheumatoid factor an antibody agamst die 
patients own unchanged gamma globulm or agamst 
a modified globulm which is no longer “self’? To 
answer diis is not a matter of satisfymg an academic 
cunosity The solution of this problem may be of 
importance for the understandmg of the patho¬ 
genesis of rheumatoid arthritis 
In the communication of Milgrom and Witebsky, 
published in this issue of The Journal, p 56, 
Clmical Science, it has been sliowm that the rabbit 
produces antibodies when injected with gamma 
globulin isolated from its own serum It is mterest- 
ing that these antibodies possessed greater affinity 
for gamma globulins of certain foreign species than 
for those of the rabbit itself To understand such a 
phenomenon, the assumpbon was made diat durmg 
the chemical isolation some small proporhon of 
gamma globulm molecules was altered and lost the 
ongmal species specificity I\ffien the gamma globu¬ 
lm preparabons were injected back mto the rabbit 


only the altered molecules acted as anbgens 
These findings make more plausible the assumpbon 
that the rheumatoid factor may be produced as a 
result of an anbgenic stimulus provided by the 
patient’s modified own gamma globulm 

THE NEW YORK HOSPITAL FORMULARY- 
A VENERARLE AMERICAN INSTITUTION 

Lists of drugs with thumbnail descnpbons, more 
portentously called monographs, have long been 
used in Amencan medicme There seems to be a 
need for them, many have appeared from bme to 
bme and many more are now available There are 
the carefully prepared and selected official refer¬ 
ence lists with nabonal application and legal or 
quasi-legal status the Pharmacopoeia of die United 
States, the Nabonal Formulary, and New and Non- 
official Drugs Then there are the non-discnmmat- 
ing lists compiled with ividely disparate editonal 
standards, onentabon, and audience appeal the 
truly encyclopedic Merck Index, die American 
Drug Index, Drugs m Current Use, The Physician’s 
Desk Reference, The Modem Drug Encyclopedia, 
Pharmindex, and many others Fmally there is the 
special group of dmg lists based on a parochial 
type of editorial purpose the hospital formularies 

Tlie first group, the official lists, sets pharmaceu¬ 
tical standards for mebculously selected, effective 
and well-established drugs The second, die non- 
discnmmatmg hsts, serves only to idenbfy in vary- 
mg detail and ivith varying bias the drugs currently 
on the market The third, the highly selechve hos¬ 
pital formulary, is a self-govemmg device which 
applies specifically to the therapeubc pracbces of a 
circumscnbed professional group However, smce 
it may sometimes be used by outsiders, it also 
influences the therapies of a larger professional 
commumty 

This IS a parbcularly appropnate bme to raise 
die matter, for the latest edibon of The New York 
Hospital Formular)"', which, under the btle of Phar¬ 
macopoeia Nosocomii Neo-Eboracensis, established 
the hospital formulary system in diis country m 
1816, has just been published It is not generalh' 
knouTi diat this list of drugs and standards also 
antedated die first Pharmacopoeia of the United 
States by four years Yet only the language and the 
names of the dmgs have changed in 144 years, the 
purpose and form of The New York Hospital For- 
mularj' remain unscathed bv the passage of time 

The funcbons and operabon of a hospital formu- 
laiy^ may be of some mterest, especially to those 
who do not come under the mfluence of one The 
New York Hospital Formular)% which is bodi 
highlv selecbve and effecbve, prowdes an example 
for discussion It is an mstrument of the Medical 
Board of the Hospital, compiled and edited bv its 
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standing coinmittae, th© Foimulaiy Comnntt©© 
Only two of its membeis are not on the medical 
staff—a lepiesentahve of the admwistiation and the 
Apothecary (a title datmg from the chaitei granted 
by George III), who acts as secretary Representa- 
trves of the major services and specialties of the 
Hospital and of the PhaiTnacoIogy Department of 
the Cornell University Medical College comprise 
the lest of the committee which is governed by 
standard parliamentary procedure 

The sole purpose and function of The New York 
Hospital Foimiilarv is to mform the Hospital re¬ 
garding the best possible therapy for the patients 
in its pavilions and out-patient senuces—best in 
terms of theiapeutic agents available as well as in 
the way they aie administered The Fonnulary 
Committee attempts to keep the therapeutic prac¬ 
tices of the hospital as effective and up-to-date as 
IS consistent with safety It deletes or rejects drugs 
not to be used, it adds to the Fonnulary new drugs 
that it considers desirable Anyone on the profes¬ 
sional staff may request the addition of a drug to 
the Fomiulaiy The Formulary Committee then 
considers the application 

The only basis for the addition of a new drug to 
the Formulary is supenority over other available 
agents, the only basis for rejection is infenority or 
excessive danger Newness oi antiquity do not 
count Drugs are not excluded because they will 
not be used frequently Cost does not enter into 
the choice of one drug over anothei unless it is the 
majority opinion of the committee that tliere is no 
other basis for a decision The committee often 
seeks the advice and counsel of experts on the staff 
of The New York Hospital, Cornell University 
Medical College, and affiliated institutions, and 
occasionally of specialists not associated with the 
institution Often discussions on a single drug ex¬ 
tend over seveial meetmgs and mvolve many con¬ 
sultations In this laborious way the committee 
comes to considered decisions on tlie drugs it in¬ 
cludes in its Formulary 

The edition of The New York Hospital Formu¬ 
lary just published contams 359 different drugs 
(not mcluding reagents, solvents, etc, or mixtuies 
or special preparations of drugs already enumer¬ 
ated) The pharmacy of a hospital which does not 
have this form of control may stock 2,500 drugs in 
10,000 different forms In the opinion of The New 
York Hospital Formulary Committee and Medical 
Board, its Formulary piepares the Hospital m 
every way for the treatment of all disease, no mat¬ 
ter how uncommon However, should an attendmg 
physician decide that there is a need for ® 
formulary drug for a service patient, it will be 
promptly purchased for him on request Private 
patients receive all the drugs prescribed for them 
by their pnvate physicians Should they be non- 
fmmulary drugs, they are purchased from an out¬ 
side pharmacy and charged to the patient Tlius 
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eveiy provision is made to insure tlie best therapy 
for all patients, no one can be deprived of a dnig 
he needs Surely every hospital has the same goal 

The New York Hospital Formulary is also an 
effective educational instrument It provides the 
medical students of the Cornell University Medical 
College with a meticulously thought out list of 
di-ugs, each of which is descnbed in a carefully and 
concisely wntten monograph (sw), m which its 
actions are listed, its uses indicated and its limita¬ 
tions and dangers emphasized It presents the staff 
and the medical students, in a compact format, 
with the dishlled opinions of the professional serv¬ 
ices of the hospital It serves as a dierapeubc guide 
and sets high standards of therapy for tlie profes¬ 
sional staff and students In the past it has also 
been used by many others Over 4,500 copies of die 
last edition were sold outside the hospital Unfor¬ 
tunately, tlie current edition will not be available 
for outside distribution 

Besides providing tlie best m medication. The 
New York Hospital Formulary also makes for econ¬ 
omy and efficiency m the purchase and liandhng of 
drugs The bill for drugs purchased by The New 
York Hospital has always been substantial, dunng 
1959 it was $531,427 It is estimated that without 
the operation of the formulary system the total 
expenditure for drugs would have been between 
$250,000 and $500,000 greater Thus, as a by¬ 
product of the formulary system, perhaps half a 
milhon dollars were saved This has gone into 
patient care What an incidental contribution to 
the Hospital—to the public! 

The formulary system saves this stupendous sum 
because (1) it reduces the pharmacy inventory, 
(2) it makes possible the purchase of larger lots of 
drugs than does a non-formulary system, (3) it 
facilitates the purchase of drugs with non-propne- 
tary names m a competitive market How much 
more the physical operation of the hospital phar¬ 
macy would have cost had not the mventory been 
limited by the decisions of the Formulary Commit¬ 
tee cannot be calculated and has not been included 


m the estimated savings 
The use of non-propnetary names is a funda¬ 
mental feature of The New York Hospital Formu¬ 
lary It IS the stand of the Medical Board that this 
is the only system of nomenclature by which phar¬ 
macology and therapeutics can be taught, since, 
above all things, to communicate knowledge one 
must understand one's subject Since The New 
York Hospital is a teaching hospital, the use of 
non-propnetary names is required by the chiefs of 
the services Only non-propnetary names are re¬ 
cognized m prescnptions presented to the hospital 


ffiarmacy . 

Does this rule nsk the use of inferior drugs in 
[he New York Hospital? The Hospital insist on 
J S P and N F standards The Formulary Com- 
nittee nevertheless recognizes the importance of 
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purchasing drugs manufactured only by houses 
whose reputations are impeccable It mspects the 
plants it does not already know well But it does 
not confuse trade-marks or proprietary names with 
conscientiousness The Hospital has never had anv 
difficulty which could be attributed to the pur¬ 
chase of inferior drugs through the old American 
system of open competition 

Does this practice of The New York Hospital 
ever deprive a patent holder of the rights or protec¬ 
tion which he has earned and deserves as an m- 
ventor^ As long as a valid patent e-asts on a drug 
which the Hospital purchases, this cannot happen 
The Hospital does not purchase from drug counter¬ 
feiters It purchases only through legal channels 
and tlierefore pays all royalties required by law 
and custom It saves no money by usmg the non- 
propnetary name for a drug protected by patent, 
It does so meiely as a mattei of operational pro¬ 
cedure as well as academio prmciple 
The aims of the formulary system in The New 
York Hospital have not changed m 144 years In 
1960, as in 1816, The New York Hospital Formu¬ 
lary serves die Hospital, the professional staff, and, 
above all, the patients But the benefits do not stop 
there Through die operation of a committee rep- 
resentmg the professional staff, the Formulary 
makes it possible for the Hospital to extend its 
medical service to die public and to the profession 
because, m pavmg the way for the best therapy, by 
great good fortune the practice also leads to sub 
stantial economy and the highest standards in medi¬ 
cal teachmg For these reasons die adoption of a 
hospital formulary is urged by the Joint Commis¬ 
sion on Accreditation of Hospitals, which repre¬ 
sents The American Hospital Association, The 
Amencan College of Surgeons, The American Col¬ 
lege of Physicians, the Amencan Medical Associa¬ 
tion and the Canadian Medical Association 


MAGNESIUM DEFICIENCY 

Considerable evidence has now appeared m the 
literature linking a deficiency of magnesium to 
clmical symptoms m man It seems diat the phy¬ 
sician, already burdened widi the necessity of 
reckoning with sodium, potassium, and calcium m 
disease states, now must also be alert for evidence 
of magnesium depletion The failure of physicians 
to recognize the importance of magnesium deple¬ 
tion earlier is, at least m part, explainable by the 
relatively difficult determination methods necessarj' 
m the past With simpler methods now becommg 
available, we can expect the understanding of the 
role of magnesium in chnical medicme to advance 
more rapidly In other words, the present position 
of magnesium metabolism may not be unlike that 
of potassium prior to the development of the flame 
photometer 


It is pointed out in the communication “The 
Clinical Expression of Magnesium Deficiency, ’ ap- 
peanng m this issue of The Journal, p 77, that 
magnesium want often is associated with disturb¬ 
ances m the central nervous system and occasionally 
m the cardiovascular system As m the case of so¬ 
dium or potassium deficiency, the symptoms and 
signs can hardly be regarded as specific, vet tlie 
combmation of several of them in an appropriate 
clinical setting should prompt the phvsician to con¬ 
sider the possibility of magnesium deficiency More 
frequent recognition of this syndrome will also 
undoubtedly reveal other chnical circumstances 
with which it is associated 


STUDIES OF RESUSCITATION 

The development of nerve gases dunng World 
War II mitiated a new surge of interest in resusci¬ 
tation because of the action of these gases m para¬ 
lyzing respiratory muscles, depressmg the respira¬ 
tory center, and impairing pulmonary ventilation 
through bronchoconstriction and mcreased pharyn¬ 
geal secretions In the past dozen years, woik in 
several laboratories m the United States has pro¬ 
duced much new mformation about the emergency 
handling of asphyxia, particularly regarding tech¬ 
niques which may be applied with little or no 
equipment by laymen with mmimal training The 
support for this work has been furnished in large 
measure by the Department of the Army, both 
through the Office of the Surgeon General and 
through the Medical Research Laboratories at the 
Army Chemical Center 

One of the striking advances has been m the 
simulation of apneic casualties in various ways m an 
attempt to study m the laboratory the variables 
which are difficult to study in the field Any method 
of artificial respiration may be tested informallv 
simply by voluntarj^ apnea on the part of the in¬ 
vestigator and a subjective estimation of the effec¬ 
tiveness of the method being used on him This 
method is convmcing to the mvestigator himself 
but hard to quantitate and full of pitfalls Almost as 
inadequate is tlie use of conscious volunteers who 
become hj'perventilated, sometimes breathing 
oxygen-ennched gas mixtures, and then voluntarily 
suspend respiration The degree to which such a 
subject helps or hinders tlie rescuer is impossible 
to determme, and the problem of airway obstruction 
IS Ignored Many trials of methods of resuscitation 
have been made in volunteers who have been 
anesthetized and curanzed to the pomt of apnea 
The earlier trials, largely performed m medical 
students, mvolved tracheal mtubation Such trials 
allow conclusions to be drawn concemmg the 
mechanical action of the lung bellows but are irrele¬ 
vant to the big problem of airway patency Fresh, 
warm cadavers have also been used for the ini’esti- 
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gation of lung mechanics, but, of course, gas ex¬ 
change and ciiculatory effects of resuscitation 
cannot be evaluated The upper an way also is not 
easily studied in cadavers 

From such experiments, the conclusion arose that 
methods which had both inspiratoiy and expiratory 
actions were more effective than those like the 
Schafer method which were confined to one phase 
Of several apparently effective methods the one 
which was most easily pei formed was the Holgei 
Nielsen or back-piessuie arm-lift method In 1951, 
this method was adopted by the armed forces. Red 
Cross, Bov Scouts, and othei official agencies 

Even as the official recommendations were being 
announced, some investigators held reservations, 
based, in part, on the difficulty of maintaining a 
patent airv'av when both hands are in use manipu¬ 
lating the arms and chest of the victim Further 
studies in anesthetized, cuiaiized volunteers, mostly 
doctors and medical students, were performed with¬ 
out tiacheal intubation These experiments clearly 
showed the importance of preventing upper airway 
obstruction Vaiious techniques for keeping the 
pharjTix jiatent and the aiiway unobstructed have 
been known to anesthesiologists for years, and at 
first this knowledge was simply applied to the re- 
suscitahon problem As the hands were occupied 
in management of the ainvay, it was natural for the 
rescuer to use his own chest bellows to inflate the 
lungs of the victim The effectiveness of the expiied 
air of the rescuer as a resuscitating gas was demon¬ 
strated This technique has become moie popular 
in the past three years, under various names— 
mouth-to-mouth and mouth-to-nose resuscitation, 
expired air resuscitation, lescue bieathing, and oral 
lesuscitation 

The anesthetized, cuiaiized subject is still an 
unrealistic imitation of the apneic casualty in 
several ways The next advance was the omission of 
neuromuscular blockade from the expeiimental de¬ 
sign In the early stages of asphyxia, trismus may 
become so severe that the use of the mouth for 
ventilation and the openmg of the clenched teeth 
for the inserhon of a breathing tube are impossible 
To simulate this problem volunteers were given 
light general anesthesia with thiopental and were 
allowed to accumulate carbon dioxide while breath¬ 
ing oxygen In such subjects trismus was usually 
observed, and the resuscitation task became more 
like that encountered under field conditions in the 
victim of early asphyxia Another motor manifesta¬ 
tion of early asphyxia is generalized convulsion To 
assess this difficulty, patients convulsing after elec¬ 
troshock therapy, without admmistration of para¬ 
lytic drugs or anesthesia, were used for expired air 
trials Although their convulsions were self-limited, 
so that resuscitation was not necessary, mouth-to- 
nose resuscitation produced adequate ventilation 
even during active convulsions, when moutb-to- 
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mouth resuscitation would have been hazardous or 
impossible 

The anesthetized, non-curanzed volunteer lias 
also been used to study the mechanics of the upper 
airway Cinefluorography and serial films of the 
head and neck demonstrate airway obstrucfaon m 
the neutral oi slumped position of the head, and the 
opening of the air passage with hyperextension of 
the head at the atlanto-occipital junction When the 
dim is pulled up to close the mouth, the pharyngeal 
airway becomes even wider, and nasal inflation is 
facilitated Again by studies in the anesthetized but 
not curarized volunteer, the head-tilt technique has 
been shown to be more easily learned and better 
remembered than methods involving more compli 
cated manipulations of the jaw With this simplifica 
tion one hand is free to support the victim in the 
water, over the side of a boat, on an electrical 
power pole, and in other situations m which tlie 
rescuer must control the victim’s body while giving 
oral resuscitation 

No safe laboratory method has yet been devised 
to Simulate all the problems of resuscitation, partic 
ularly resuscitation from drowning Under actual 
field conditions resuscitation may be complicated 
by foreign bodies in the airway, including regurgi 
tated food and gastric juice, and by straggling, 
trismus, and convulsions of the victim, to say noth 
mg of possible associated injuries, burns, and de 
formities In this issue of The Joubnal, p 13, 
Elam, Ruben, and Greene leport an interesting 
evaluation of some of these accessoiy problems, 
based on answers to questionnaires sent to success 
ful users of oral resuscitation for victims of asphyua 
Although the data are taken from reports of lay 
persons and are uncontrolled, they substantiate the 
eflfectiveness of expired air resuscitation under field 
conditions by lescuers with little or no training 
They also document the high incidence of vomiting 
and trismus in victims who are salvable The find¬ 
ings demonstrate that, if laymen know the basic 
prmciple, they wiU improvise successfully the de¬ 
tails of technique in an emergency 

THE PROBLEM OF APHASIA 

MacDonald Critchley, in his “The Study of Lan¬ 
guage-Disorder Past, Present, and Future,” states 
that scientific study of disordered language dates 
fiom tlie contributions of Gall, eaily m tlie 19th 
century Gall conceived of the bram as being made 
up of a number of organs which served various 
functions of man The organ of language, he 
thought, was made up of two parts one dealt wit i 
the meaning of words and of names and with 
memory of words, the other part was concerned 
with the meaning of language and the meaning o 
speech Each had a definite localization in the brain 
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Galls ideas received much support m France 
Thus, Bouillaud insisted that “The movements of 
the organs of speech are regulated by a special 
cerebral centre” and ‘this is situated in the 
anterior lobes of the brain ” 

Broca, a practicmg surgeon m Paris, who was 
also mterested in anthropology, made an important 
contribution to the subject of aphasia m 1861 He 
presented before the Anthropological Society a dis¬ 
cussion on the subject of localization of function in 
the bram Broca had a hemiplegic patient at the 
Bicetre Hospital, an epileptic named Laborgne, 
who had lost his speech at the age of 30 years 
Ten years later his right arm became weaker, fol¬ 
lowed by paresis in the nght leg He remamed 
bedndden for some years At the age of 51, he 
developed cellulitis of the nght leg and was trans¬ 
ferred to Brocas service, he died six days later 
Dissection of his brain showed a cavity the size 
of a hen’s egg, which overlay the left fissure of 
Sylvius extending back to the fissure of Rolando 
The maximum shrmkage lay m the region of the 
foot of the second and the third ascendmg frontal 
convolufaons 

A few months later Broca encountered his second 
case This was an old man, named Belong, xvho 
had sustained an apoplectic impairment of speech 
18 months before his death The dissection of his 
brain revealed an atrophy of tlie left hemisphere 
coupled until a cortical excavation extending from 
the Sylvian Fissure fonvard, incorporating the 
lower part of F2 and F3 Broca stressed that 
‘aphemia,’ the term he used for what was later to 
be called aphasia,” could follow a unilateral lesion 
of the brain and that the lesion usually occurred 
in the left half of the bram Broca became the 
champion of the cerebral “locahzatiomsts’ and was 
acclaimed as the discoverer of the causative lesion 
m aphasia 

Trousseau of Pans preferred the term “aphasia” 
to that of Broca s “aphemia ” He described ‘ re¬ 
current utterance’ and “alexia’ (word blindness) 
Trousseau had one patient witli aphasia and a left- 
sided hemiplegia, whom he believed to be the first 
case reported of that type As a matter of fact, a 
number of cases of speech disorder associated with 
left hemiplegia had been recorded before him 
Trousseau also emphasized that aphasia is not 
merely loss of speech but also impairment of the 
understanding 

In Germany, Wernicke published a monograph 
in 1874, in which he descnbed cases of sensory 
aphasia, with lack of visual and auditory recogni¬ 
tion of speech, as well as “conduction aphasia ” 
The subject of aphasia was further ex-tended by 
the contnbutions of Hughlmgs Jackson, Pick, von 
Monakow, Pierre Mane, Head, Goldstem, and 
others 

Neurologists of today do not beheve m the exist¬ 
ence of “pure” aphasia Speech is not considered 


an mdependent mdividual function The aphasiac, 
according to Critchley, is a bram-injured person 
who IS strugglmg to cope vnth a more or less arti¬ 
ficial situation, by way of the attenuated or reduced 
mechanisms available to him at tliat particular 
moment All aphasias therefore comprise not only a 
disorder of speech but a disorder of language by 
definition this obviously also implies a disorder of 
thought And msofar as the use of language is 
always a highly mdividual mode of behavior, an 
aphasia will of necessity constitute an aberration 
of the pattern of total laehavior Pierre Mane re¬ 
garded aphasia as a specific disorder of intelligence 
Head considered aphasia as sometlnng affectmg 
merely one aspect of a more fundamental faculty 
winch he called symbolic formulation and expres¬ 
sion Conrad believed that, m aphasia, verbal ex¬ 
pression is inhibited by blocking mechanisms which 
take place immediately prior to tlie exTerionzation 
of words m speech or xvriting His conception of 
‘Vorgestalt” corresponds to what Critchley would 
term ‘ preverbitum ” 

The use of language is an mdividual phenome¬ 
non Factors of literacy, polyglottism, amphtude of 
vocabulary, facility in the handhng of verbal sym¬ 
bols, aesthetic appreciation of words for their in¬ 
nate or associative properties, personal habits in 
phraseology, and even the question of xvit go to 
make up, in Cntchley’s opinion, a complicated 
formula which, jommg witb more banal factors, 
such as size, location, and abruptness of the lesion, 
accounts for the final picture of aphasia 


1 Cntchley M The Study of Language Disorder past Present 
and Future in The Centennial Lectures Commemorating tlie One 
Hundredth Anniversary of E R Squibb & Sons New lork G P Put¬ 
nam s Sons 1959 p 269 


THE ADVANTAGES OF A CLASSICAL 
FOUNDATION 

Anglo-Saxon words go no furtlier than primitive 
folk-medicme In classical words, on tlie otlier hand, 
we have a system employed for more advanced 
medical conceptions Moreover, imtil the eighteenth 
century Latin was the imiversal language used 
throughout Western Europe by the educated classes 
in tlie three branches of intellectual activity theol¬ 
ogy, medicme and law This unity had an immense 
advantage, which has smce been lost, for it en¬ 
abled scholars of different countries to communicate 
witli one another and to study m foreign countries 
ivithout havmg to learn a new language In the 
Middle Ages many Bntons denved their mspirahon 
from the medical schools of Italy and France The 
modem practice, adopted by all countries, of usmg 
classical roots is therefore a partial restoration of 
an mtemational language—Roberts, F, Medical 
Terms 'Their Origm and Construction, Spnngfield, 
Ill, Charles C Thomas, Publisher, 1959, p 17 
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CLINICAL NOTES 


Intrapancreatic Aneurysm 

Repoit of a Case with Obsti active Jaundice and Poital Hypertension 

Adrian Lambert, M D and George H^de, MX> , New York City 


Aneurysms of the pancreatoduodenal or gastro¬ 
duodenal artery are uncommon lesions, and reports 
in the literature attest to their extreme rarity ’ It 
IS the purpose of tins report to review a successful 
operative attack on such a lesion in a pahent who 
sur\uved and was symptom-free 15 months later 

Report of a Case 

A 50-year-old man initially presented himself at 
the first surgical division at Bellevue Hospital on 
Jan 24, 1958 He complained of vague intermittent 
pain in the upper part of the abdomen of a non¬ 
specific nature which had been present for one 
year In the past he had been told to go on a 
low-fat diet, which, however, had not relieved the 
symptoms There was nothing in the history to 
suggest further disease His story included a pre¬ 
vious heavy alcoholic intake and an undetermined 
loss of weight 

The only finding of note in the physical exami¬ 
nation made when the patient was admitted was 
tenderness in the upper part of the abdomen Lab¬ 
oratory studies showed a hemoglobin level of 
15 Gm % and a white blood cell count of 11,600 
per cubic millimeter Urinalysis and bile test 
showed negative results Findings on a routine 
chest x-ray were unremarkable 

Several days after admission, it was noted that 
he was jaundiced, and on physical examination 
liver fullness was found to extend 5 fingerbreadths 
below the costal margin On auscultation over this 
area, a continuous bruit was easily made out 
Laboratory reports revealed an icteric index of 
26 units, an alkaline phosphatase level of 3 6 
Bodansky units, a seium albumin level of 3 8 Gm, 
and a globulin level of 3 7 Gm per 100 miUiliters 
The cephahn flocculation and blood serologic tests 
showed negative lesults, and the stool contained 
occult blood The electrocardiogram showed nor¬ 
mal findings An intravenous cholangiogram failed 
to visualize the gall bladdei or bile ducts Barium 

From the First Surgical (Columbia) Division, Bellevue Hospital 


enema disclosed no intrinsic abnormalities of the 
colon but showed evidence of hepatic enlargement 
with pressure on the hepatic flexure Two ring 
shaped calcifications located in the anterior nght 
upper quadrant were thought to constitute gall 
stones A series of tests made on die upper part 
of die gastrointestmal tract showed no esophageal 
varices or intrinsic lesions of the upper part of 
the gastrointestmal tract Laboratory studies per¬ 
formed two weeks after admission revealed bile 
in die unne, a blood urea nitrogen level of 20 mg, 
a fasting blood sugar level of 105 mg per 100 mil¬ 
liliters, an elevated alkalme phosphatase content 
of 28 2 Bodansky units, and a bilirubin of 8 2 mg 
per 100 milliliters The cephahn flocculation re 
mained negative, and the prodirombm time was 
normal Three weeks after admission the ictenc 
index mcreased to 60 units and the alkaline phos 
phatase level to 254 Bodansky units Results of 
cephahn flocculation test remained negative, and 
the stool continued to show positive for occult 
blood 

A high lumbar aortogram was made three weeJs 
after admission and demonstrated an extra aortic 
aneurysm m the region of the pancreas and also 
findmgs suggestive of carcinoma of the pancreas 
Intravenous injection of circulating radioisotope 
tagged albumin demonstrated a marked uptake m 
a localized area above and to tlie right of the um 
bilicus This was 20% higher tlian comparable 
readings over the heart and liver 

On Feb 17, 1958, tlie patient was explored 
through an upper midhne abdominal incision, and 
a diffuse pancreatic tumor, 15 cm m diameter, 
involving the body and head of tlie gland was 
found The liver presented a green appearance 
secondary to biliary obstruction, minimal cnrhosis, 
and no obvious metastases The spleen was slightly 
enlarged, the gall bladder was thick-walled and 
moderately distended with viscid green bile, but 
it contamed no stones After gentle dissection in 
the region of the pancreas, the tumor appeared 
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encapsulated and needle aspu-ation retinmed dark 
red blood The mass extended from the hgament of 
Treitz and the root of tlie mesentery to the portal 
vein and the common duct, which lay along its right 
lateral border Both of these latter structures were 
obstructed by the tumor An artery 0 5 cm m 
diameter was identified at its upper border which 
was so compressed by the tumor that it produced 
a marked thrill The tumor distorted the duodenum 
and the stomach, aldiough it did not invade either 
organ Further dissection revealed that tlie aorta 
was free of the mass posteriorly The tail of the 
pancreas was somewhat firm and slightly nodular 
There was no fat necrosis or metastatic disease 
present Both kidneys were normal 

In order to delineate the tumor, a Kocher maneu¬ 
ver was performed and the lesser sac was opened 
It was decided not to attempt removal of the 
tumor because of the patients jaundice and pre¬ 
carious condition Instead, a cholecysto jejunostomy 
was performed, which brought the jejunum anterior 
to the transverse colon The abdomen was drained 
down to the anastomosis and closed 
The postoperative course was smooth in spite 
of a small leak at the anastomatic site which 
promptly healed Two and one-half weeks post- 
operatively, the icteric mdex decreased to 12 units 
and the alkaline phosphatase to 4 5 Bodansky units, 
the cephahn flocculation remained negative A 
shaking chill three weeks postoperatively was felt 
to be a symptom of a low-grade cholangiohtis 
This responded to antibiotic therapy 
On March 16, 1958, tlie patient unexpectedly 
vomited 300 cc of bnght red blood Blood replace¬ 
ment was started, and a nasogastric tube was 
passed When gastric dramage contmued to return 
blood, a Blakemore-Synstaken tube was used and 
effected complete cessahon of bleeding This epi¬ 
sode was considered to be due to bleeding esopha¬ 
geal vances secondary to portal hypertension ivith 
obstruction of the portal vein 
The pabent was reexplored under hypothermia 
on Mareh 18, 1958, wth the esophageal balloon 
m place The abdomen was entered through a 
left rectus incision, and the tumor was completely 
mobilized The colon was freed from the aorta, 
which m turn was traced from the iliac bifurcahon 
up to tlie diaphragm and found to be entirely 
separate from the mass The duodenum was again 
mobilized The portal vein was identified on the 
nght side of the tumor along with the hepabc 
artery During tlie process of complete mobiliza¬ 
tion of the tumor and dissection on the supe¬ 
rior border, the aneurysmal cavity was entered 
Massive bleeding immediately ensued and was 
controlled by compression in the region of tlie 
gastroduodenal artery, after which a clamp was 
applied to the vessel Much amorphous matenal 
was then evacuated from tlie cavity, tlie micro¬ 
scopic examinabon of which later revealed fibrous 


tissue and blood clot without evidence of tumor 
Several large feeding vessels on the superior and 
lateral sides of the cavity were suture-ligated from 
the inside of the aneurysmal sac The hemostabc 
clamp was then removed and the cavity further 
packed with heavy gauze roll The wound was 
closed about the packing, and tlie patient was 
returned to the recovery room after his temperature 
had returned to normal 

The pahent’s immediate postoperative course 
was quite sahsfactory The packing was removed 
on his fourth postoperabve day and a soft rubber 
dram inserted m its stead Profuse discharge of 
pancreatic juice from the dramage site was con¬ 
trolled by a sump dram The flow subsided after 
10 days, but about 100 cc per day conhnued to 
dram for several months Postoperatavely no bruit 
was detected The pabent gained weight and 
showed no further signs of either common duct 
or portal vein obstruction 

A parbal pancreatectomy which included exci¬ 
sion of the tail and mid-portion of the pancreas 
was performed 11 months later in order to remove 
the persistent pancreahc fistula The pabent had 
a complete reeovery He was discharged m good 
health 4 months later, 15 months after the operabve 
obhterabon of the aneurysm 

Comment 

The presentmg signs and symptoms of jaundice 
a right upper quadrant bruit with or without a 
mass, have been noted sufficiently frequently to 
suggest the diagnosis of a hepabc artery aneurysm 
This pathology usually results in death due to 
rupture of the aneurysm into the general abdominal 
cavity or into an adjacent hollow viscus such as 
the duodenum The communicabon of such an 
aneurysm mto the portal vein has been the cause 
of fatal hemorrhage from esophageal vances * 
Aneurysms of the gasboduodenal or pancreatoduo¬ 
denal arteries which caused similar symptomatol¬ 
ogy have been reported In 1952, Sampsel, Barry, 
and Steele gave a detailed report of a pabent 
who died of massive hemorrhage when such an 
aneurysm ruptured mto the gasbointesbnal bact 
In tins case die aneurysm itself was not removed 
at operabon In 1920 an autopsy case was reported 
by Muller® of an aneurysm of the hepabc and 
gasboduodenal artery in a 40-year-old man who 
came mto the hospital and promptly died of mas¬ 
sive hemorrhage, again from the rupture of the 
lesion into the gasbointesbnal bact In 1955 an 
aneurysm of the hepabc artery' was menboned ■* m 
which, after closure of both ends of the aneurysm, 
blood conbnued to flow unbl die pancreatoduo¬ 
denal artery was ligated This vessel was found 
and secured only after dividing the bodv of die 
pancreas 

In the present case the hepabc artery was not 
ewdently mvolved in the aneuiy'sm As far as could 
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be asceitamed, the aneurysm was of the gastroduo¬ 
denal artery and had attained sufficient size in the 
substance of the pancreas to obstruct both the 
common duct and portal vein Its large size and 
location made detailed identification of the local 
vasculai anatomy during the operation impractical, 
and the entire celiac axis with all its branches was 
not traced out After the jaundice had been re¬ 
lieved by cholecystojejunostomy, it was decided at 
a second jiioceduie to obliterate the aneurysm in 
the hope of reducing the poital hypertension and 
controlling the esophageal hemorrhage After the 
second operation the patient was relieved of portal 
vein obstruction and bled no more from his gastro¬ 
intestinal tract No communication between the 
aneurysm and tlie poital vein was noted 

The etiology of these lesions is unsettled Athero¬ 
sclerosis, trauma, septic emboli, and local inflamma¬ 
tion and infection have been implicated ® In the 
present case no evidence u'as adduced either m the 
history of the patient or m the microscopic pa¬ 
thology to determine the etiology 

Summary 

A massive mtiapancreatic aneurysm of unknown 
ebology resulted in progressive jaundice and por¬ 
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tal hj'pertension This was reheved by cholecystoje¬ 
junostomy and evacuahon of aneurysm and obliter¬ 
ation of involved vasculature There was no recur¬ 
rence durmg the 15-month follow-up period, the 
pancreatic fistula being subsequently obliterated by 
partial pancreatectomy 

768 Park Ave (21) (Dr Lambert) 
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Splenic Artery Aneurysm 

Diagnosis by Iiitiavenous Abdominal Aortography 

Israel Steinberg, M D and Jere IP' Lord Jr, M D, Neto York City 


In a classic review of the literature on splenic 
artery aneurysms, Owens and Coffey,' in 1953, m- 
cluded the leport of a case diagnosed after trans- 
lumbai aortography by Evans in 1950 Since then, 
Berger and associates,” in 1953, and Downes and 
others," in 1955, have also reported translumbar 
aortography for diagnosis of splenic artery 

aneurysms i c uj 

The advent of an intravenous method ot abdomi¬ 
nal aortography makes tire diagnosis of splenic 
artery aneurysms relatively simple‘‘ The purpose 
of this paper is primarily to report the case of a 
patient whose calcifications in the left upper quad¬ 
rant of the abdomen were discovered after roent¬ 
genography of the lower part of the spine for back¬ 
ache These suggested a splenic artery aneurysm, 

?ork Unl“ Postgraduate Medical School 


the diagnosis was tlien established by intravenous 
aortography and confirmed by the operative find¬ 
ings Excision of the aneurysm was curative 

Report of Cases 

Case 1 —A 54-year-old woman was admitted to 
tlie Hospital for Special Surgery in March, 1959, 
complammg of backache of several months dura¬ 
tion The patient had had a long history of joint 
pams and in 1954 had been admitted to the New 
York Hospital where a diagnosis of osteoarthribs of 
the right hip had been made A roentgenogram of 
the lower part of the back durmg the present ad¬ 
mission (fig lA) disclosed calcifications m the left 
upper quadrant When gastromtestmal and reiwl 
system contrast studies gave normal findmgs, the 
patient was referred for mtravenous abdominal 
aortography, thereby estabhshmg the diagnosis of 
splemc artery ane/rysm (fig IB) Operation was 
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advised, and on April 29, 1959, she was admitted to 
the New York Hospital 

Physical examination showed the patient to be 
obese, well developed, and well nourished There 
was limitation of motion of the right hip The heart 
was not enlarged, the rate was 84 per minute and 
regular, blood pressure xvas 120/80 mm Hg The 
electrocardiogram showed normal jBndings Exami¬ 
nation of the abdomen revealed no masses, pulsa¬ 
tions, or bruit The chest x-ray disclosed small dis¬ 
crete calcifications m the left upper lobe The heart 
silhouette was normal m size and contour, the 
thoracic aorta was tortuous 

At operation on May 4, 1959, the patient was 
placed on her right side, and the left side was 
elevated to almost 90 degrees Through a left 
thoracoabdominal incision, the diapliragm was 


dex'eloped a small pleural effusion and was febrile 
Her recovery was otherxxnse uneventful, and she 
was discharged from the hospital 27 days after tlie 
operation At the time of this writing (nine months 
after operation) her health had remained good 
Tire aneurysm (fig 2) measured 3 cm in diameter 
and contained soft blood clots Calcifications xvere 
present within its wall Histological study showed 
the arterial wall to be replaced by hyalme fibrous 
tissue, much of which was calcified The spleen 
weighed 110 Gm and measured 11 by 7 by 4 cm 
Sections of the spleen revealed no abnormalities 
Microscopic examination showed that the normal 
architecture of the spleen was well preserved ex¬ 
cept for small germinal follicles and slightly tliick- 
ened arteriolar walls The excised calcified lymph 
node was a firm 15-by-l-cm nodule, entirely 



Fig 1 (case 1) —A, conventional roentgenogram of abdomen revealing rounded eggshell like lesion (arrow) adjacent to left 
of spine between 11th and 12th ribs Note smaller triangular calcified density m interspace above B, intravenous abdominal 
aortogram showing the normal abdominal aorta Arrow points to an aneurysm of the splenic artery 


divided The aorta above the diaphragm was iso¬ 
lated and a tape passed around it The aorta was 
then isolated and taped below the renal arteries 
The spleen was palpated and found to be normal in 
size The pentoneum was opened and a l-by-2-cm 
calcified Ijanph node xvas found near the vicinity 
of an adrenal artery and removed A 3-cm pulsatile 
splenic arterv aneurysm partially calcified in a 
shell-hke fashion was then excised after isolating 
and ligating the splenic artery proximally and 
distally Splenectomy xvas performed because the 
spleen appeared dusky Txvo Penrose drains xvere 
placed near the superior border of the pancreas to 
xvhich the aneurvsm had been adherent The chest 
xvas closed, and a tube xvas inserted and attached to 
in underxvater seal After the operation the patient 


calcified and xvithout recognizable lymphoid struc¬ 
ture 

Case 2—Another patient xvho also came under 
observation underscores the inherent danger of 
splenic artery aneurysms A 57-year-old man xvas 
admitted to a hospital m Nexv Jersey m shock ap¬ 
parently due to an mtraperitoneal hemorrhage 
Four months earlier he had developed severe 
periodic upper abdominal and back pam A gastro¬ 
intestinal senes shoxved the stomach displaced 
anteriorly by a smooth mass posterior to it Explora¬ 
tion established the diagnosis of a splenic arterv 
aneurx'sm about 4 bv 5 cm xvith a large amount of 
blood m tlie lesser peritoneal cavity Aspirafaon of 
the mass emptied it of blood, and sloxv refilling xx as 
suggestix'e of a small opening betxveen the splenic 
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arter>' and the aneurysm After an uneventful re¬ 
covery he was transferred to the Unrversrt}^ Hosprtal 
where resecbon of the aneurysm was accomplished 
tmough a thoracoabdominal mcision similar to that 
of the patient described previously The mass had 
increased m size during a hvo-week mterval and 
was dumbbell m shape, measuring 8 by 5 by 5 cm 
and 6 by 5 by 5 cm Because of its intimate adher¬ 
ence to the stomach and pancreas, it was necessary 
to cross clamp the aorta above the diaphragm and 
below the renal arteries Splenectomy was per¬ 
formed to facilitate exposure Recovery was un¬ 
eventful, and the patient was discharged from the 
hospital on the 12th day In this case, loo, a bruit 
was absent Recovery was also complete 

Comment 

Owens s and Coffey s ‘ thorough review of splenic 
artery aneurx'sms should be consulted for data re- 
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Rons located m tire upper left quadrant of tli 
abdomen (fig lA) Differentiation from gJl 
mtestmal and renal calcifications can readily b 
made by contrast roentgenography Pancreah 
stones are more difficult to differentiate, but nor 
that a method of opacifying the aorta via the in 
Ravenous route ^ is available this need not dela 
aennitive diagnosis 

Owens and Coffey' mention tliat awareness o 
the existence of a splenic artery aneurj'sm is im 
portant in diagnosis Among the clinical feature 
mentioned by these authors are pain in the lef 
upper quadrant and splenomegaly These sjTnp 
toms and findings are so nonspecific that they pro 
vide httle aid in diagnosis Otlier signs of greate 
significance, although rare, are a palpable am 
occasionally pulsatile tumor in the left In^iochon 
drium However, opacities m the left upper quad 



Fig 2 (case 1) —Excised splenic aiterj- aneurjsm specimen A, outer vail of aneurjsm, studded vith calcific deposits B, 
opened aneurysm, containing soft blood clot and calcific deposits in inner wall 


garding the incidence, pathogenesis, pathological 
and clinical features, and unusual incidence and 
tendency to rupture during pregnancy There ap¬ 
pears to be general agreement that, once the diag¬ 
nosis of splenic artery aneurysm is suspected, 
surgical exploration and excision of the aneuiysm is 
essential to prevent rupture Indeed, followmg the 
pioneer paper of Lmdboe,® who emphasized that 
rounded calcific shadows in the left upper quadrant 
were likely to be aneurysms of the splenic artery, 
routme exploration of the abdomen and excision of 
the aneurysm and spleen has been advocated ^ 
Diagnosis of splenic artery aneur^'sms depends 
mostly on roentgenography In 15% of the cases 
reviewed by Owens and Coffey ^ there were val¬ 
uable diagnostic roentgenographic data consistmg 
of either a pulsatile mass in the posterior wall of 
the stomach or rounded or oval thm-lined calcifica- 


rant unrelated to the renal or gastrointestinal 
systems provide the most significant clue of splenic 
artery aneurysm 

Of interest in case 1 is the opacification of the 
splenic artery aneurj^sm (fig IB) without that of die 
adjacent calcification At operation the latter turned 
out to be calcified Ijrmph node Multiple aneurysms 
of the splenic artery have been reported in the 
literature These, however, are rounded, lined bv 
calcified walls, contain mottled densities, and are 
in marked contrast to the irregularly shaped and 
homogeneously calcified structure of the calcified 
Ijunph node (fig lA) 

Summary 

A chance abdominal roentgenogram of a 54-year- 
old woman disclosed left upper quadrant calcifica¬ 
tions These findings suggested the diagnosis of 
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splenic arterv aneurvsm Intravenous abdominal 
aortography revealed a single splenic arterv 
aneurysm Because of the tendencv of such aneu¬ 
rysms to rupture, operation was advised and the 
diagnosis confirmed Evcision of the aneur^'sm and 
splenectomy were curative 

525 E 68tli St (21) (Dr Steinberg) 
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The Clinical Expression of Magnesium Deficiency 

William O Smith MJ) , James F Hammarsten MD and Leonard P Eliel, M D , Oklahoma City 


■ Huschfelder ‘ first described clinical symptoms m 
man resulting from a deficiency of magnesium m 
1934 Twenty years later Fhnk“ confirmed that 
neuromuscular hyperirritability may result from 
magnesium want and reported that such patients 
may also develop hallucinations These findings 
have subsequently been confirmed by otlier m- 
I vestigators® During the past five years we have 
-^observed 18 patients witli the magnesium deficiency 
syndrome other than alcoholic delirium tremens, 
some of whom showed chnical findings not hereto¬ 
fore described In addition, some of the predispos- 
mg medical conditions leading to the magnesium 
deficiency in this group of patients have not previ¬ 
ously been stressed - - 

The clinical picture of magnesium deficiency is 
principally characterized by neuromuscular and 
^ central nervous system hypenrntabihty, altliough 
cardiovascular disturbances may be observed A. 
tremor is seen m most of tlie patients (table l)j 
which consists of athetoid or choreiform movements 
The tremor may be accentuated by askmg the 
pahent to mamtam a steady grasp of the exammer s 
hand At times, marked, sudden, irregularly occur¬ 
ring jerks or twitches are noted Aimless plucking at 
the bed clothes has been observed These abnormal 
movements may be noted in any or all of the ex¬ 
tremities but are more common in the arms The 
tremor m the outstretched arms often resembles the 
so-called hepatic flap A regular fine tremor is not 
characteristic of magnesium deficiency, the tremor 
of magnesium deficiency is rather characterized by' 
^its irregularity' The tremor xyill wax and wane. 
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sometimes disappearing for several hours only to 
reappear suddenly 

Four of our patients have developed actual con¬ 
vulsive seizures of the clonic type We have not 
observed tome convulsions m this syndrome They 
may be unilateral or bilateral, in one patient, they 
were definitely Jacksbnfan m type A bram lesion 
was not found m this patient at autopsy Typically, 
the seizures are general in nature None of the 
patients noted an aura preceding the convulsions 
|The mental aberrations are also strikmg Initially 
the patient may manifest only disorientation m any 
of the m'emory spheres An intense state of con¬ 
fusion usually follows soon Although a great many 
of the patients actually develop true hallucmations, 
this is not an mvanable part of the picture In our 
experience, the hallucmations have usually been 
wsual rather than auditory, although auditory hallu¬ 
cinations may occur We have observed a patient 
xx'ith severe-magnesium deficiency who'developed 
a curious auditory hyperacusis A slightjaji jon tlie 
bed sounded like anarmonTo her and.a-^whispei 
like a loud roar The patient usually appears anxious 
and “on edge ” 

The patient’s reflexes are generally hyperactive 
We have observed bilaterally positive Babinski 
reactions on occasion Clonus has not been noted, 
but it may not have been particularlv sought for 
Bilateral vertical nystagmus developed m one pa¬ 
tient which disappeared after admmistration of 
magnesium 

In pure magnesium deficiency we have not seen 
true tetanyChvostek’s sign and Trousseau s sign 
have not been ehcited except when concurrent cal¬ 
cium deficiencv xvas present 
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Hypertension has heen observed in several pa¬ 
tients known to be normotensive previously Tachy¬ 
cardia IS often found, which proved to be of ven¬ 
tricular origin in one patient Painful, cold hands 
and feet were quite disturbing to one patient and 
these parts developed a bluish-red appearance 
These vasculai abnormalities disappeared with 
magnesium therapy 

The electrocardiogram often reveals sinus tachy¬ 
cardia, sometimes frequent premature ventricular 
systoles and in one instance, runs of ventriculai 
tachycardia Tlie electroencephalogram may also 
show evidence of generalized hyperactivity 

We have now observed si\ clinical situations, 
other than alcoholic delinum tremens, where the 
magnesium deficiency syndrome has developed as 
shown in table 2 Serum magnesium concentrations 
were below the normal levels for our laboratory in 
all patients (i e, less than the mean —2 standard 
deviations) 

Causes 

Deficient oral intake with parenteral fluid re¬ 
placement not contammg magnesium usually oc¬ 
curs in patients ivith prolonged gastromtestmal ob¬ 
struction One of our patients in this group had had 
most of her small bowel resected also Prolonged 
and severe diarrhea may also be a causative factor 
A patient with ulcerative colitis who developed the 
magnesium deficiency syndrome has been reported 
previously “ 

The mechanism of magnesium depletion associ¬ 
ated with hypercalcemia due to osteolytic metastases 
appears to be excessive unnary loss of magnesium 
of greater extent than can be accounted for on the 
basis of bone destruction A more complete descrip¬ 
tion of tins syndrome has been reported elsewhere “ 

Magnesium deficiency has been observed in 
patients after vigorous diuresis induced by mei- 


Table 1 —Chmcal Findings m Patients with 
Magnesium Deficiency 


NeuroloBiCQl 
Hyperreflexia 
Tremor 
Disorientation 
Confusion 
Hallucinations 
Cons ulsions 

Positive BnbinsM reaction 
Auditory hyperacusis 
Vertical njstngmus 
Cardlov nscular 
Tachycardia 
Hypertension 
Vasomotor changes 


Patients 


No 

% 

18 

JOO 

15 

83 

15 

83 

14 

78 

8 

44 

4 

22 

3 

17 

1 

a 

1 

0 

10 

50 

0 

50 

1 

0 


curials or chlorothiazide given foi a prolonged 
period One of them received a mercurial and 
the other two chlorothiazide Both of diese agents 
have been shown to induce a significant mcrease 
m urinary magnesium excretion m normal volun¬ 
teers ® On the other hand, acetazolamide does not 
induce excessive unnary magnesium losses 


We have observed this syndrome in three pa¬ 
tients with chronic renal disease without ureima 
One patient was a child with the DeToni-Fancom 
syndrome and two were adults with chronic pye 
lonephritis Unnary magnesium excretion was 
shown to exceed oral magnesium intake in the case 
of the child Magnesium depletion has not been 


Table 2 -Disease States Related to Magnesium 

Deficiency Syndrome 

ft/ 

'i 

Disease State 

M of 
Patlenti 

Deficient Intake -1- IV fluids 

3 

Proloneed severe diarrhea 

1 

Hypcrcalcenita due to osteolytic metastases , 

4 

After vlBorouB diuresis 

3 

Benol disease before uremia 

3 

Acute pancreatitis 

4 

Total 

18 


observed m uremic patients It has been suggested * 
that magnesium is sequestered m the areas of fat 
necrosis within the abdomen as magnesium soaps 
in patients with acute pancreatitis ® Four patients 
in the present study had acute pancreatitis, two of 
them were also alcoholics 


Summary 

Magnesium deficit in man may result m a rather 
distmctive clinical syndrome characterized by cen¬ 
tral nervous system, neuromuscular, and cardio¬ 
vascular manifestations The clinical situations gn'- 
ing rise to this syndrome have been desenbed 

921 N E 13th St 
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ORGANIZATION SECTION 


DR GLEN R LEYMASTER 
JOINS A M A STAFF 

Dr Glen R Leymaster, Salt Lake City, has been 
appointed Associate Secretary in the Council on 
Medical Education and Hospitals, \vith primary 
responsibility for the medical school activities of 
the Council He will join the staff of the Council 
on Sept 1 He has been associated with the Um- 
versity of Utah since 1948 Dr Leymaster received 
an M D degree from Harvard Medical School in 
1942 and the MPH degree from Johns Hopkins 
University School of Public Health m 1950 

Dr Leymaster served his internship and a resi¬ 
dency in medicine at the Boston City Hospital, and 
from 1944 to 1946 was associated with Johns Hop¬ 
kins Medical School as instructor m medicine, from 
1946 to 1948 he was with Johns Hopkms School 
of Hygiene and Public Health as mstructor and 
assistant professor of bactenology At Utah, Dr 
Leymaster was attending physician, medical serv¬ 
ice, Salt Lake County General Hospital, director 
of the University Health Service, associate profes¬ 
sor of public health and preventive medicine, 1948- 

1950, instructor m medicme, 1948-1950, professor 
and head of the department of preventive medicme 
and assistant professor of medicme smce 1950, and 
served as medical education advisor to Thailand 
(Siam), 1957-1958, United States International Co¬ 
operation Adnumstration 

HAROLD G WATSON JOINS A M A 
HOSPITAL STAFF 

Dr Harold G Watson, assistant clinical profes¬ 
sor of obstetncs and gynecology at the University of 
California School of Medicine, has jomed the staff 
of the Council on Medical Education and Hospitals, 
as a field staff member with responsibihty to review 
intern and residency programs Dr Watson received 
Ins medical degree from the University of Cali¬ 
fornia School of Medicine in 1932 His mtemship 
and residency trainmg was obtained at the Univer¬ 
sity of California and San Francisco hospitals Dr 
Watson IS certified by the Amencan Board of Ob¬ 
stetrics and Gynecology He joined the Councils 
staff on July 25 

A N TAYLOR JOINS AM A’S COUNCIL ON 
MEDICAL EDUCATION AND 
HOSPITALS STAFF 

Dr A N Taylor, professor and chairman of the 
department of physiolog>f and associate dean of die 
University of Oklahoma School of Medicme smce 

1951, has been appointed Assistant Secretary m die 
Council on Medical Education and Hospitals Dr 


Taylor will assume responsibihty for the Council’s 
activities m areas alhed to medicine and, also, mil 
serve as Staff Secretary to the Committee on the 
Relationships of Medicme with Alhed Health Pro¬ 
fessions and Services 

Dr Taylor received his Ph D degree m 1943 
from the University of Texas with a major m zool¬ 
ogy From 1939 until 1943 he taught zoology in 
Texas Smce 1943 he has been mterested m the field 
of physiology—first at the University of Texas and 
later at the University of Oklahoma medical schools 
Dr Taylor will join the Council’s staff on Aug 15 

NEW CATALOG OF MEDICAL-HEALTH 
FILMS AVAILABLE 

A revised hst of films available from the A M A 
Motion Picture Librarj' has been prepared, and 
copies may now be obtamed on request This new 
catalog lists 175 medical films which are suitable 
for viewmg by medical societies, hospital staff 
meetmgs, medical students, and other scientifically- 
oriented groups In addition, there are 81 health 
films xx'hich wdl mterest those physicians who may 
be called on to speak before such lay audiences as 
service organizations and parent-teacher associa¬ 
tions 

The film catalog is completely new m design and 
has such features as typography tliat is easy on the 
eyes, subject mdex, alphabetical hstmg of film 
titles, order blanks, and a system of color coding 
which was devised m order that films for the laity 
and professional audiences might be quicklv identi¬ 
fied Copies may be obtamed without charge by 
addressmg a request to the American Medical Asso¬ 
ciation, Department of Medical Motion Pictures 
and Television, 535 N Dearborn St, Chicago 10 

DR GLEN R SHEPHERD LEAVES 
EDUCATION COUNCIL 

Dr Glen R Shepherd, Assistant SecTetary of the 
Council on Medical Education and Hospitals for 
approximately five years, resigned his post on July 
15 He plans to remam inactive for several months 
and then engage m a number of long deferred 
projects m the field of wnting 

Dr Shepherd devoted the major portion of his 
time to the Councils actiwties m postgraduate 
medical education In this area, and manv others, 
Dr Shepherd was a valuable and respected member 
of tile Councils staff In acceptmg Dr Shepherds 
resignation, tlie members of the Council and its 
staff, and his many friends at headquarters and in 
medicme m general, expend to hun best wishes in 
his future endeavors 


161 



so 


JAMA, Sept 3, I960 


MEDICINE AND THE LAW 


OPINIONS OF THE 


Question Is it ethically permissible for a phy¬ 
sician to have an interest m a corporation which 
purchases, packages, and sells medicines under a 
corporate name? Is it permissible for a group of 
physicians to form a corporation foi such a pui- 
pose^ 

Answer It is not m itself unetlncal for a physi¬ 
cian or a group of physicians to own or invest in 
the stock of a pharmaceutical company The Prin¬ 
ciples of Medical Ethics, as recently as June, 1954, 
contained tlie statement “an ethical physician does 
not engage in barter or trade in the appliances, 
devices or remedies prescribed for patients, but 
limits the sources of his professional income to 
professional services rendered the patient” 

In June, 1954, the Principles of Medical Ethics 
was revised to provide in this regard “It is un¬ 
ethical for a physician to participate in the owner¬ 
ship of a drugstore in his medical practice area 
unless adequate drugstoie facilities are otherwise 
unavailable ” 

In June, 1955, the Pnnciples of Medical Ethics 
was revised agam to provide that “it is not unethi¬ 
cal for a physician to prescribe oi supply drugs, 
remedies, or appliances as long as there is no 
exploitation of the patient” 

At the June, 1957, Annual Session of tlie Ameri¬ 
can Medical Association tlie present Principles of 
Medical Ethics was adopted Section 7 of the 
Pnnciples provides that “drugs, remedies or ap¬ 
pliances may be dispensed or supplied by the 
physician provided it is m the best interest of the 
patient ” 

In opinions published in The Journal (March 
30, 1957, and Nov 15, 1958) the Judicial Council, 
mterpretmg this pnnciple of medical ethics, ex¬ 
pressed the opinion that the physician as a citizen 
has the right to make mvestments according to his 
own best judgment and that the fact that he is a 
physician should not preclude him from investmg 
m the stock of a pharmaceutical company, pro¬ 
vided, of course, that no subterfuge is employed 
and no unusual control of the company is exercised 
by the doctor The Council also ex-pressed the 
opmion that it is not, in itself, unethical for phy¬ 
sicians to own pharmacies, provided there is no 
exploitation of the patient 

The Judical Council has authorized the publication of the about 
opmfoin -Edioin J Holman, Secretary 


JUDICIAL COUNCIL 


Question What measures exist to prevent doc 
tors from abusing the privilege of ownmg a phar¬ 
maceutical company or an mterest in it? 

Answer In its opinions published in The Jour- 
xNAL (March 30, 1957, and Nov 15, 1958) and in its 
report to the House of Delegates at the Clinical 
(Dallas) Meetmg m 1959, the members of die 
Judicial Council agreed that there are many varia¬ 
tions of this practice There are, therefore, many 
questions of fact to be resolved locally before a 
particular practice can be evaluate^ properly 
If a complamt is made regarding the practices 
of a particular physician or a group of physicians 
who own a pharmaceutical company, tlie local 
medical society has a posibve obligation The 
society must ascertain whether the practice ex¬ 
ploits the patient, whether it results in mfenor 
medical care, whether the costs of drugs to the 
patient are mcreased, whedier the situation is an 
act m derogation of tlie dignity and honor of the 
medical profession and its traditions, whether the 
jiarticular practice is a subterfuge to permit the 
doctor to accept a rebate, whetlier it tends to cause 
the doctor to overprescribe or prescribe less effec¬ 
tive drugs, or whether the practice permits the 
doctor to exercise control over tlie company so as 
to xvork against the best interests of the patient 
The members of die Judicial Council agree that 
any complaint against a physician or group of phy¬ 
sicians who own a small pharmaceutical company 
should be directed to die local medical society for 
investigation of the facts and for mibal disposition 
of the ethical quesbon mvolved Neither inten- 
bonal nor madvertent abuse of the privilege should 
be permitted by the medical profession 
Question Is it ethically permissible for a sur¬ 
geon to employ another doctor to assist him m a 
surgical procedure and pay the assistant a fee as 
compensabon for such employment? 

Answer The Judicial Council is of the opinion 
that it IS ethically permissible for one doctor to 
employ another doctor to aid and assist him and to 
pay the other doctor for such assistance Such a 
pracbce is improper if used only as a guise to per¬ 
mit the splitting of a fee The second physician 
must actually be an assistant to—an employee of^— 
the surgeon If, however, the doctors mdividually 
render care to the same pabent, then each doctor 
should submit a bill for the services he has per¬ 
formed and should receive compensation directly 
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Question If it is permissible for a surgeon to 
employ another doctor to aid and assist him and to 
pay that other doctor for such assistance, may tlie 
employed doctor be the referrmg doctor? May 
employment be on a per case basis, or must it be 
full time? 

Answer The members of the Judicial Council 
beheve it is ethically permissible for a surgeon to 
employ another physician to assist him If a surgeon 
actually employs an assistant, and if such assistant 
performs work for which compensation is due, then 
it IS immaterial that tlie employed physician was 
the referrmg physician It is immaterial whether 
the employment is on a per case or on a full time 
basis The controllmg factors are (I) tlie status of 
the second physician, (2) his relationship with the 
patient, and (3) his legal responsibility to the pa¬ 
tient If the prachce is a subterfuge to split fees, or 
if the physician is not actually employed and used 
as a bona fide assistant, tlien the practice is con¬ 
trary to ethical principles 

Question May a member of the Ameiican Medi¬ 
cal Association ethically employ an optometrist as 
an assistant? 

Ansiver It IS unethical for a doctoi to lure an 
optometrist as an assistant if the optometrist is 
held out to the public or to the doctor’s patient as 
a doctor of optometry or as a licensed optometnst 
It is not unethical, however, foi a doctor of medi- 
cme to hire one who may have been trained or 
who may have a degiee m optometry if tlie mdi- 
vidual so hired is not held out or does not hold 
himself out to the public as an optometnst In 
accordance with tlie policy of the House of Dele¬ 
gates classifying optometrists as iriegular prac¬ 
titioners, the Council has expressed the opmion 
that, whereas a doctor of medicine may utilize tlie 
services of one tramed or licensed in optometry, he 
may not by his association with the optometrist 
raise the practice of optometr)' to the same high 
plane as medical pracbce 

Question Is it etlucal for a physician to lease 
ofiice space from a landlord and agree to pay a 
percentage of the gross mcome as rent? 

Answer The members of the Judicial Council 
do not favor such an arrangement, behevmg it is 
violative of ethical principles The practice in¬ 
directly results in fee sphttmg and tends to exploit 
the practice of medicine If tlie size of a doctors 
Iiractice increases and imposes additional demands 
on the facilities of the building, these facts may be 
considered when the time comes to renegotiate the 
rental value of the leased premises, and a new fixed 
rental, taking these items into account, might be 
agreed upon 

Question May a doctor who is owner of a build¬ 
ing rent space m tliat building as a pharmacv, with 
a percentage of the income of the pharmacy as 
rental? t 

Ansutzr No The rental should be a fixed one 


Were the rental to be based on the amount of busi¬ 
ness, it might xvell be argued, and, indeed, be the 
case, that fee sphttmg existed In addition, the 
temptation would be ever present for tlie doctor- 
owner to encourage patients to take tlieir prescrip¬ 
tions to that pharmacy The evils inherent in such 
practice are too obvious to be mentioned 

Question Is it ethical for a physician to notify 
his patients of periodic exammations or to call 
patients’ attention to the desirability of an examma- 
tion or particular therapv (e g, a third or fourtli 
poliomyelitis mjection)? 

Answer It is etlucal for doctors to remind pa¬ 
tients that certam follow-up exammations are 
needed or are desirable oi that certain treatments 
should be taken caie of Of course, such announce¬ 
ments may be sent only to bona fide patients of tlie 
doctor They should be in good taste and should 
not serve to advertise the doctor oi extol his abili¬ 
ties Certainly no ethical physician would wish to 
use tlus device as a subterfuge for solicitation of 
patients, noi would he wish to engage in this 
practice if it x.ere considered contrary to local 
customs and usages County medical societies 
might well estabhsh a framework xvithm which the 
sending of follow-up notices might be conducted 

Question I am planning to leave my practice in 
order to take part in a residency-trainmg program 
Is it ethical for me to notify my patients of this 
fact? 

Answer Not onlv is it ethical for a physician to 
notify his patients of the fact that he is leaving his 
practice, but it is also necessary that he do so The 
physician has an afiBrmative ethical obligation to 
notify his patients of this fact in sufiBcient time to 
permit them to obtain the services of other phy¬ 
sicians before he leaves the community A doctor 
must not abandon his patients 

Question Upon retirement from practice, has 
the physician any ethical obligation to mamtam his 
records? 

Ansu'er In addition to legal requirements, there 
may be good reason why a physician would wish 
to preserve his records for some time In manx' 
instances the patient must relv upon his physician 
and his physician’s records m order to estabhsh the 
fact that he did receive medical care and treatment 
or that he has had tlie services of a qualified doctor 
of medicine Witliout the physician s records tlie 
physician who rendered the care would be unable 
to assist his patient Thus, m the best interest of the 
patient, the physician should not indiscnmmatel)" 
dispose of his records but should give consideration 
to the tj-pe of practice he has and to the possible 
needs of his patients 

Question If a physician retires from practice, 
should he turil his records over to his patients? 

Answer From an ethicaUpoint of view a phy¬ 
sician IS under no obligation to turn his records 
oxer to his patients In the best interest of the 
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patient, however, when a physician contemplates 
moving Iiom a community or retiring from prac¬ 
tice, he might notify the patients on his active list 
of the fact tliat he intends to leave and encourage 
the patient to seek the services of some other doctor 
of medicine The physician could also suggest that, 
with the consent of the patient, arrangements can 
be made to peimit a succeeding physician, desig¬ 
nated within a reasonable time by the patient, to 
review these records In this way the patient’s best 
interests may be served 

Qoesiion Is it etliical to print the name of a 
physician in a news article m a local newspaper m 
connection with an automobile accident? 

Answer The Pi maples of Medical Ethics pio- 
hibits the solicitation of pabents It does not 
iprohibit the leporhng of proper news When an 
accident or event occurs which is new'sworthy and 
if the facts surrounding it are published, there 
would be no way, and seldom any reason, to stop 
a newspaper from reporting as a matter of fact that 


the vicbm was taken to the oflSces of a named doc¬ 
tor for treatment 'Should the newspaper so report, 
the doctor should not be cribcized because the 
newspaper made this factual observation 
Question Are agreements in a conbact by 
which one doctor agrees not to practice m an area 
for a presciibed number of years ethical? 

Answer There is no ethical proscnphon against 
suggesting or entering into a reasonable agreement 
if It IS knowingly made and understood Whether it 
IS advisable as being in the best interest of the 
public IS debatable The suggeshon was made by 
one of the members of the Law Department of the 
American Medical Association in an arhcle en¬ 
titled “Beware of Restrictive Covenants,” m The 
New Physician (Jan 1958, pp 52-53), that perhaps 
such an agreement should not become operabve 
until after one year and should expire after it has 
been in effect for a period of five or so years 
Ethically such agreements are not forbidden, but 
they should be entered into with caution 


COUNCIL ON MEDICAL EDUCATION AND HOSPITALS 


REQUIREMENTS FOR FOREIGN MEDICAL STUDENTS FOR INTERNSHIP 

OR RESIDENCY BEYOND JULY 1, 1960 


A misunderstandmg has developed subsequent to 
issuance of letters from the Educational Council foi 
Foreign Medical Graduates to those examinees who 
failed to obtain a passing score for temporary or 
standard cerbfication on the March 16,1960, Ameri¬ 
can Medical Qualification Examination Such exam¬ 
inees were notified that they were eligible foi 
subsequent exammation on either Sept 21, 1960, or 
April 4, 1961 This letter from ECFMG is not to be 
construed as permitting or autliorizing any modifica¬ 
tion of the pieviously announced policy of the 
American Medical Association pubhshed in full in 
The Journal March 5, 1960 The pertinent require¬ 
ments are as follows 


‘Beyond July 1,1960, no hospital should expect to 
maintain an approved internship or residency pro 
gram unless its appointees who are graduates of 
foreign medical schools eitlier (1) have a full and 
unrestricted state license to practice, (2) are in their 
final SL\ months of trainmg, (3) have secured a 
standard or temporary' certificate from ECFMG, or 
(4) have been given a contingent appointment for 
not more than six months based on their hamg 
been accepted for the September, 1960, American 
Medical Qualification Examination of tlie ECFMG 
Extension of the appointment beyond Dec 31, 
1960, will be dependent upon the appointee receiv¬ 
ing temporary or standard certification from 
ECFMG as a lesult of this examination ” 


P ATRIOT AND PHYSICIAN-Perhaps the most outstandmg figure in this 
pioneer organization was Dr John Beatty, patriot and physician An early 
member and tentli president of The Medical Society of New Jersey, he served 
as Revolutionary soldier, state and national oSaciai in the early years o ® 

States Largely becau% of his efforts, the first state medical 

set 1 25 course 


“Help-Bnngem Versatile PMsi'cians of New Jersey. New rork, Vantage ness, 19 
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DEATHS 


Beebe, Arthur Herbert, Nisswa, Minn , College of 
Physicians and Surgeons of Chicago, School of 
Medicine of the University of Illinois, 1905, Jenner 
Medical College, Chicago, 1904, veteran of World 
War I, died in St Joseph s Hospital, Brainerd, June 
15, aged 88, of obstruction of the common bile 
duct and bronchopneumonia 

, Blur, Samuel L ® Tacoma, Wash , Chicago Home¬ 
opathic Medical College, 1890, died June 17, aged 
96, of arteriosclerotic heart disease and uremia 

Bookbinder, Nathaniel Edgar, Peekskill, N Y, 
University and Bellevue Hospital Medical College, 
New York City, 1935, interned at Lebanon Hos¬ 
pital in New York City, veteran of World War II, 
associated with the Peekskill Hospital, died m the 
Veterans Administration Hospital, New York City, 
May 28, aged 50, of visceral congestion 

Borden, Lemuel Perry, San Jose, Calif , Umversitv 
of Oregon Medical School, Portland, 1932, interned 
at San Francisco Hospital, served a residency at the 
Alum Rock Sanatorium in San Jose, member of 
the American Trudeau Society and the American 
Academy of General Practice, died in Oakland 
June 25, aged 54, of pulmonary tuberculosis 

Borre, Helge ® Hubbard, Iowa, University of Ne¬ 
braska College of Medicine, Omaha, 1928, member 
of tlie American Academy of General Practice, 
drowned in Ten Mile Lake near Hackensack, 
Minn, June 4, aged 62, when his boat capsized 

Bndgham, Charles Spiro, Sullivan, Maine, Medical 
School of Maine, Portland, 1903, veteran of the 
Spamsh-American War, died April 27, aged 82, of 
acute coronary thrombosis 

Brothers, Warren H, Talladega, Ala, Meharry 
Medical College, Nashville, Tenn, 1908, died June 
23, aged 78, of cerebral thrombosis 

Brown, J Howard, Eupora, Miss , Memphis (Tenn) 
Hospital Medical College, 1907, died July 3, aged 
74, of congestive failure due to arteriosclerosis 

Brown, Wedford W, Athens, Ga, University of 
Georgia Medical Department, Augusta, 1911, past- 
president and vice-president of the Georgia IPublic 
Health Association, served as commissioner of 
health for Athens and Clark County, died in the 
Emory University Hospital, Atlanta, June 20, aged 
72, of chronic uremia and myocardial infarct 

Clancy, John Barron, Albany, N Y, Georgetown 
University School of Medicine, Washington, D C, 
1943, interned aL St Peter s Hospital, where he 
serv'ed a residency and was assistant attending phv- 


sician, veteran of World War II and was awarded 
the European-Afncan-Middle East Theater Ribbon, 
the American Theater Ribbon, the Victory Ribbon, 
and the Army of Occupation Ribbon, coroners 
physician for Albany County for 12 years, died in 
the Albany Hospital June 26, aged 40, of gastro¬ 
intestinal bleeding, hepatic coma, and uremia 

Holhngvvorth, Arthur ® North Scituate, R I, Uni¬ 
versity of Pennsylvania Department of Medicine, 
Philadelphia, 1898, served on the staff of the Rhode 
Island Hospital in Providence, died June 26, aged 
86, of congestive heart failure 

Hughes, Robert Owen ® Ottumwa, Iowa, State 
University of Iowa College of Medicine, Iowa City, 
1928, veteran of World War II, served on the staff 
of St Joseph Hospital, where he died June 28, aged 
58, of hypertensive cardiovascular disease 

Ichioka, Toshio, Los Angeles, Kyoto Medical Col¬ 
lege, Japan, 1911, died June 27, aged 76, of car¬ 
cinoma of the stomach 

Katsainos, George Michel, Boston, National Uni¬ 
versity of Athens School of Medicine, Greece, 1901, 
died Feb 18, aged 83, of arteriosclerotic heart 
disease 

Kay, James Benjamin, Byron, Ga , born in Lowndes- 
ville, S C, May 6, 1890, Emoiy University School 
of Medicme, Atlanta, 1919, member of the Amer¬ 
ican Academy of General Practice, served as presi¬ 
dent of the Bibb County Medical Society, president 
of the Sixth District Medical Society, vice-president 
of the Medical Association of Georgia, and presi¬ 
dent of the Georgia Academy of General Practi¬ 
tioners, m 1954 was chosen Georgia’s “general 
practitioner of the year’, on Nov 14, 1954, was 
honored by his community when the city observed 
‘Dr Kay Day’ in tribute to their beloved fellow 
citizen, associated with the Peach County Hospital 
in Fort Valley, Macon Hospital and tlie Middle 
Georgia Hospital in Macon, died June 25, aged 70, 
of cerebral arteriosclerosis 

Kercheval, H Calvin Jr, Niagara Falls, N Y, Uni¬ 
versity of Buffalo School of Medicme, 1960, died 
in the Buffalo General Hospital March 24, aged 25, 
of Hodgkin’s disease 

Kleyla, John Raymond ® Omaha, Creighton Uni¬ 
versity School of Medicine, Omaha, 1915, specialist 
certified by the Amencan Board of Internal Medi¬ 
cine, fellow of the American College of Physicians, 
chief of staff at St Catherines Hospital, member 
of the staff of St Joseph’s Hospital, where he died 
June 24, aged 70, of carcinoma of the lung 
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Knapp, Charles Stanley, Greenwich, Conn, Co¬ 
lumbia University College of Physicians and Sur¬ 
geons, New York City, 1919, member and past- 
chairman of the board of health, past-president of 
the Fairfield County Medical Society, police sur¬ 
geon, formerly town’s medical examiner, associated 
with tlie United Hospital in Port Chester, Stamford 
(Conn) Hospital, and the Greenwich Hospital, 
where he died July 6, aged 67, of coronary oc¬ 
clusion 

Knepple, La Marr © Kokomo, Ind, Medical Col¬ 
lege of Indiana, Indianapolis, 1894, associated with 
the St Joseph Memorial Hospital, died June 24, 
aged 88, of hypostatic pneumonia 

Krauss, John George ® Flushing, N Y, Long Is¬ 
land College Hospital, Brooklyn, 1912, fellow of 
the Amencan College of Surgeons, associated with 
the Wyckoff Heights Hospital m Brooklyn, where 
he died June 28, aged 70, of congestive heait failure 

Leff, Moms ® New York City, University and 
Bellevue Hospital Medical College, New York City, 
1915, died June 29, aged 70, of coronary thrombosis 

Linner, Henry Peterson, Minneapolis, born in Chi¬ 
cago City, Minn , March 12, 1879, University of 
Minnesota College of Medicine and Surgery, Min¬ 
neapolis, 1909, fellow of the American College of 
Surgeons, associated with the Swedish Hospital, 
where he was a member of the board of directors, 
in 1955 was made a Knight of the Order of Nortli 
Star by King Gustav of Sweden because of Ins con¬ 
tributions to Swedish-Amencan relations, member 
of the board of directors of the First Federal Sav¬ 
ings and Loan Association, in 1946 received tlie 
Greater Gustavus Award for his contributions to 
the Gustavus Adolphus College m St Peter, Mmn, 
where he was a member of the board of directors, 
died in Red Cedar Point, Excelsior, Minn , June 25, 
aged 81, of diabetes and paralysis agitans 

Louthan, Edwin Calvin, Sebnng, Ohio, Starling 
Medical College, Columbus, 1901, served on the 
staff of the Salem City (Ohio) Hospital, died in 
Millersburg June 13, aged 89, of acute coronary 
thrombosis 

McAhster, John Paul, Camden, Aik, University of 
Arkansas School of Medicine, Little Rock, 1944, 
member of the American Academy of General 
Practice, formerly an officer in tlie Medical Corps, 
U S Army Reserve, associated with the Ouachita 
County Hospital, where he died June 26, aged 53, 
of ruptured abdominal aortic aneurysm 

McAmis, Thomas Arthur, Lawrenceburg, Tenn (li¬ 
censed m Tennessee m 1911), died in Franklin June 
25, aged 78, of artenosclerotic heart disease 

Mann, Louis, Boston, Maryland Medical College, 
Baltimore, 1911, died Feb 26, aged 78, of coronary 
atherosclerosis 
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Morse, Sterne, Sandwich, Mass, Harvard Medical 
School, Boston, 1913, veteran of World War I, for 
many years associated with the Cleveland Clinic 
in Cleveland, served on the staff of the Psychiatnc 
^Jnstitute, Ward’s Island, New York City, died July 
2, aged 73, of cerebral hemorrhage 

Nebinger, Reid, St Petersburg, Fla, Medico-Chi- 
rurgical College of Philadelphia, 1905, for many" 
years practiced m Danville,- Pa , died June 12, aged 
80, of cerebral hemorrhage 

O’Donoghue, Thomas Joseph, Chicago, Northwest¬ 
ern University Medical School, Chicago, 1911, 
emeritus staff member of the department of 
obstetncs and gynecology at St Joseph Hos¬ 
pital, where he died July 4, aged 78, of rupture 
of an arteriosclerotic aneurysm of the abdominal 
aorta 

Ohlsen, Michael Peter, West Allis, Wis , Rush Med¬ 
ical College, Chicago, 1930, member of the Amer¬ 
ican Academy of General Practice, veteran of 
World War I, served on the staff of the Evangelical 
Deaconess Hospital in Milwaukee, died in Mil¬ 
waukee County Hospital, Wauwatosa, June 22, 
aged 64, of coronary thrombosis 

Patterson, James Perry, Jacksonville, Fla , Meharry 
Medical College, Nashville, Tenn, 1907, died June 
5, aged 79, of hepatic cirrhosis 

Petersen, Leroy T ® Monrovia, Calif, Creighton 
University School of Medicine, Omaha, 1912, for 
many years on the staff of the Pottenger Sana¬ 
torium, died June 27, aged 74, of arteriosclerotic 
heart disease 

Pokorney, Frank Joseph ® Cicero, Ill, College of 
Physicians and Surgeons of Chicago, School of 
Medicine of the University of Illinois, 1903, also a 
graduate in pharmacy, for many years health com 
missioner of Cicero, formerly medical examiner for 
the county civil service commission, served a term 
on the board of the public library of Chicago, for | 
many years on the staff of St Antliony’s Hospital, 
where he died July 1, aged 80, of coronary throm¬ 
bosis 

Ray, Charles Newland, Salt Lake City, Utah, 
Louisville (Ky) Medical College, 1898, in 1957 
was elected an honorary president of the Utah 
State Medical Association, for many years on the 
staff of St Mark’s Hospital, died June 2, aged 85, 
of carcmoma of the prostate with metastases 

Rice, WiUiam Hays, Ashland, Ky, University of 
Vermont College of Medicine, Burlington, 1919, 
member of the Industrial Medical Association, chief 
surgeon for the Ashland Works, Armco Steel Cor¬ 
poration, associated with die King’s daughters 
Hospital, died in New York City June 24, aged 63 
of coronary occlusion 
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Roberts, Wilbam Byron, Concord, Calif, Long 
Island College of Medicine, Brooklyn, 1942, in¬ 
terned at the Brooklyn Hospital, where he served 
a residency, member of the Flymg Physicians As¬ 
sociation, associated with the Concord Community 
Hospital, died near Nogales, Ariz, May 13, aged 
53, m a pnvate plane crash 

Ross, Margaret Blanche, Rumford, R I, Tufts Col¬ 
lege Medical School, Boston, 1922, veteran of 
World War II, on the staff of the Roger Williams 
General Hospital m Providence, formerly practiced 
m Holyoke, Mass, where she was city physician, 
died June 26, aged 60, of coronary thrombosis 

Rude, Anna Ehzabeth ® San Francisco, Cooper 
Medical College, San Francisco, 1906, served as 
medical director of the Children’s Bureau m Wash¬ 
ington, D C, for many years director of the 
maternal and hygiene bureau of the county 
health department of Los Angeles, died in the 
Children’s Hospital June 19, aged 84, of cerebral 
thrombosis 

Sandorf, Marvin Herschel ® Indianapolis, Loyola 
University School of Medicine, Chicago, 1930, also 
a lawyer, died in St Vincent’s Hospital May 31, 
aged 57, of suppurative peritonitis secondary to 
gastric resection for duodenal ulcer 

Sasscer, James Ghisehn, Upper Marlboro, Md, 
University of Maryland School of Medicine and 
College of Physicians and Surgeons, Baltimore, 
1934, interned at the Mercy Hospital in Baltimore, 
associated with the Prince Georges General Hos¬ 
pital in Cheverly, where he was one of the founders 
and member of the original board of directors, 
and where he died June 15, aged 59, of coronary 
thrombosis 

Sawyer, Charles Robert ® Yonkers, N Y, Colum¬ 
bia University College of Physicians and Surgeons, 
New York City, 1912, past-president of the Yonkers 
Academy of Medicme, on the staff of the Yonkers 
General Hospital, where he died June 17, aged 77, 
of ruptured aneurysm of the abdominal aorta 

Scudder, Ida Sophia, Kodaikanal, Madras, India, 
Cornell University Medical College, New York 
City, 1899, fellow of the American College of 
Surgeons, founder of the Vellore American Med¬ 
ical Mission m Madras, in 1959 the Cornell Uni¬ 
versity Medical College Alumni Association gave 
her its annual award, tlie first in absentia, in 1953 
she was given the Ehzabetli Blackwell Citation of 
the New York Infirmary, died May 24, aged 89, of 
generalized artenosclerosis 

Seitz, Clyde Le Grande ® Glen Rock, Pa , College 
of Physicians and Surgeons, Baltimore, 1913, past- 
president of the York County Medical Society, 
served for many years on the board of directors 
of the Peoples Bank of Glen Rock, for many years 


associated with the York Hospital, where he died 
May 31, aged 72, of basilar artery thrombosis 

Selkm, Wilham, New York City, Universita degh 
Studi di Milano, Facolta di Medicina e Chirurgia, 
Italy, 1938, veteran of World War II, died in the 
Veterans Administration Hospital June 8, aged 46, 
of rupture of esophageal van\ 

Sewell, Wilham Asberry, Rome, Ga, Birmingham 
(Ala) Medical College, 1912, past-president of tlie 
Floyd County Medical Society, veteran of World 
War I, a charter member and past-president of the 
Rome Lions Club and a director of the Amencan 
Life Insurance Company, died in the Floyd Hos¬ 
pital June 22, aged 82, of pulmonary abscess 

Sheiber, Leo, Vero Beach, Fla, Magyar Kiralyi 
Pazmany Petrus Tudomanyegyetem Orvosi Fakul- 
tasa, Budapest, Hungary, 1912, died June 2, aged 
71, of coronary occlusion 

Silver, Harry, Hamilton, Ohio, Medical College of 
Ohio, Cincinnati, 1907, veteran of World War I, 
honorary member of the staff of Bedford (Ohio) 
Hospital, died June 23, aged 84, of cerebral block 

Sommer, George Nicholas J, Trenton, N J, born 
in Trenton Aug 20, 1874, University of Pennsyl¬ 
vania Department of Medicme, Philadelphia, 1894, 
member of the House of Delegates of the American 
Medical Association m 1911, past-president of the 
Mercer County Medical Society, the Medical So¬ 
ciety of New Jersey, and the Society of Surgeons 
of New Jersey, member of the founders group of 
the American Board of Surgery, member of the 
Amencan Urological Associabon, fellow of the 
American College of Surgeons, consultant, Fitkin 
Memorial Hospital, Neptune, associated with St 
Francis Hospital, where he died June 20, aged 85, 
of artenosclerotic heart disease 

Steinberg, Jacob, New York City, Ludwig-Maximil- 
lans-Universitat Medizimsche Fakultat, Munchen, 
Bavaria, Germany, 1912, died in the Montefiore 
Hospital June 15, aged 70, of cerebral thrombosis 

Sunsen, Fihppo, Johnstown, Pa, Universita degh 
Studi di Roma, Facolta di Medicina e Chirurgia, 
Italy, 1916, veteran of World War I, member of the 
staff of the Conemaugh Valley Memonal Hospital, 
died June 9, aged 69, of cerebral thrombosis 

Tiglie, Leo Ross ® Hobbs, N Mex , bom m Cohoes, 
N Y, Aug 13, 1890, Albany (N Y) Medical Col¬ 
lege, 1916, speciahst cerbfied by the Amencan 
Board Psychiatry and Neurology, member of the 
Amencan Psychiatnc Association, clinical professor 
of psychiatry and neurology at the Medical College 
of Georgia and manager of the Veterans Admmistra- 
tion Hospital in Augusta, Ga , served as chief medi¬ 
cal officer for the Veterans Admmistration m Al¬ 
bany and as director of professional service for the 
Veterans Admmistration Hospital in Murfreesboro, 


167 



86 


DEATHS 


jama. Sept 3, 1960 


Tenn , veteran of Woild Wars I and II, died in the 
Veteians Administration Hospital m Big Springs, 
Te\as, June 30, aged 69, of bronchogenic carci¬ 
noma. 

Urenn, Bernard Marlin ® Fargo, N D , University 
of Minnesota Medical School, Minneapolis, 1935, 
interned at the Minneapolis General Hospital, 
where he served a residency, past-president of the 
Cass County Medical Society and the North Dakota 
Obstetrical Society, associated with St John’s and 
St Luke’s hospitals, died June 26, aged 55, of mas¬ 
sive hemorrhage from esophageal varices, hemo¬ 
chromatosis, and diabetes 

Uzell, Vlasta Drahos, Miami, Fla , State University 
of Iowa College of Homeopathic Medicine, Iowa 
City, 1911, died June 4, aged 72, of acute peri¬ 
tonitis 

Van Deusen, Ehsha Blackmar, Catskill, N Y , Cor¬ 
nell University Medical College, New York City, 
1931, member of the staff of the Memorial Hospital 
of Greene County, where he died July 1, aged 55, 
of dissecting aneurysm of the aorta 

Vaughan, Harry Floyd, Fayette, Ohio, College of 
Physicians and Surgeons of Chicago, School of 
Medicine of the University of Illinois, 1903, died m 
the Toledo State Hospital April 5, aged 83, of gen¬ 
eralized arteriosclerosis 


Angeles, served as chief of medical staff, Methodist 
Hospital in Los Angeles and as senior attendant 
at the Los Angeles County Hospital, died in Los 
Angeles June 15, aged 70, of cancer of the lung 

Weddle, Walter Ethelbert, San Diego, Calif, Uni¬ 
versity of California School of Medicine, Los An¬ 
geles, 1911, died in Chula Vista July 1, aged 83, of 
cerebral arteriosclerosis 

Weichbrodt, Ernst August ® Chicago, College of 
Physicians and Surgeons of Chicago, School of 
Medicine of the University of Illinois, 1899, on the 
staff of the Swedish Covenant Hospital, died June 
24, aged 90, of coronary thrombosis 

Wheeler, George Whiting, New York City, Cornell 
University Medical College, New York City, 1907, 
on the faculty of his alma mater as assistant pro¬ 
fessor of applied bacteriology for many years, a 
member of the American Association of Immunolo¬ 
gists, the Society of American Bacteriologists, the 
American Public Health Association, and the New 
Yoik Pathological Society, associated with the bu¬ 
reau of laboratories of the city health department, 
from 1938 to 1948 assistant director and from 1915 
to 1948 clinical bacteriologist at the New York Hos¬ 
pital where he died June 17, aged 78, of broncho¬ 
pneumonia 

Whipple, Richard Kay ® Rumford, R I, Yale Uni¬ 


V ,,, j T u 1 ^ j o.. versity School of Medicine, New Haven, Conn, 

Wade, John Wesley, Grandview Mo ^nsas City i942/,„temed at the Rhode Island Hospital in 

(Mg.l ja^mann Medical Colle^^^^ Kansas p,„„dence, where he served a residency, interned 

(Mo ) University ot t..ysiuans .uiu „orgeOnS|—1 jj fjew XotHfiVi certiBed 

19M died in Kansas City, Mo, June 19, aged 84, • 

of bilateral pneumonia World War II, died in the Veterans Ad- 


Weakley, Wilham Stair, York, Pa, Jefferson Med¬ 
ical College of Philadelphia, 1906, also a graduate 
in pharmacy, on the staff of the York Hospital, 
where he died May 21, aged 80, of nephrosclerosis 


Weber, Charles L, Cairo, Ill, St Louis University 
School of Medicine, 1906, past-president of the 
Alexander County Medical Society, attached to a 
special American Medical unit that served with the 
Italian Army during World War I, for his services 
was decorated by the Italian Army and govern¬ 
ment, served as medical director of the Alexander 
County Tuberculosis Sanatorium, formerly health 
officer, for many years member of the medical staff 
of St Mary’s Hospital, died in the Barnes Hospital, 
St Louis, June 25, aged 77, of epidermoid carci¬ 
noma of the right lung 


Webster, John Charles, Pasadena, Cahf, University 
and Bellevue Hospital Medical College, New York 
Citv 1915, for many years served as associate 
clinical professor of medicine at the Umveisity of 
Southern California School of Medici^ in Los 
Angeles, an associate of the American College of 
Physicians, veteran of World War I, attending 
physician, Hospital of the Good Samaritan m Los 


ministration Hospital, Boston, June 16, aged 43, of 
familial cerebellar degeneration 

Wiggers, August Frank Albert ® New York City, 
Columbia University College of Physicians and Sur¬ 
geons, New York City, 1913, specialist certified hy 
the American Board of Ophthalmology, fellow of 
the American College of Surgeons, died in the 
Mount Sinai Hospital April 21, aged 84, of cerebral 
hemorrhage 


Wilkenmg, William Theodore, Fort Scott, Kan, 
Washington University School of Medicine, St 
Louis, 1915, fellow of the American College of Sur¬ 
geons, chief of surgery at Mercy Hospital, where 
he died June 27, aged 74, of pulmonary embolism 
and myocardial infarction 

Wilson, Samuel R, Norfolk, Va , Leonard Medical 
School, Raleigh, N C, 1907, died m the Norfolk 
Community Hospital June 4, aged 84, of uremia 


:es, Frederick Isaiah, Los Angeles, Kentucky 
lool of Medicine, Louisville, 1902, veteran of the 
inish-Amencan War and World War I, died m 
_A PTnsrrttal Tune lO, aged 


86, of cancer 
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BRAZIL 

Acute Postoperative Pancreatitis —The consequences 
of trauma to the pancreas durmg surgical oper¬ 
ations performed in the upper part of the abdomen 
are well knowm, but only recently has attention 
been drawn to acute pancreatitis following those 
lesions Lodovivi and Raia {Rev pauhsta med 
56 247, 1960) studied the serum amylase level m a 
random selection of 76 surgical patients Of these, 
65 had had operations on the stomach, duodenum, 
or biliary ducts, and 11, who served as controls, had 
had operations on other parts of the body 

The amylase level was determmed in the pre¬ 
operative penod and 24, 48, and 72 hours after the 
operation Hyperamylasemia was considered to be 
present when the level was above 500 units per 
100 ml (normal range, 40 to 200 Somogyi units) Of 
tlie 65 patients who had operations on the upper 
part of the abdomen, an mcrease in the amylase 
level was observed m 10 patients, or 15 4 per cent 
In tile control group no increase m amylase level 
occurred 

Although the surgical trauma to the pancreas 
was not proved to be the cause of the acute pan¬ 
creatitis, the authors considered it an important 
factor The flow of the pancreatic fluid into the 
mterstitial parts of the gland might account for the 
complication This may occur directly, as a result 
of laceration of the parenchyma or of the e\cretor>' 
canahculi, or indirectly, when there is an madver- 
tent hgabon of the mam excretory canals or occlu¬ 
sion of their orifices, thus mcreasmg the pressure 
of the pancreatic fluid This fact may be aggravated 
by edema of the head of the pancreas In several 
patients there were practically no symptoms, and 
the diagnosis was based chiefly on the increased 
amylase level 


FRANCE 

Spinal Fluid Test —Alajouanme and co-workers 
{Presse med 68 165, 1960) reported a new floccula¬ 
tion test of the spinal fluid which uses colloidal red 
The teclunque is simple and the results reliable A 
positive reacbon is observed m pabents with epi¬ 
lepsy, unbeated general paresis, and multiple 
sclerosis These posibve reacbons are, however, 
distinguishable from each other The differences 
are probably due to biological variabons of the 
abnormal proteins existing m the spinal fluid 

Hypocalciuna —Lichtwitz and co-workers {Presse 
med 68 107, 1960) stated that, as a rule, urmary 
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excrehon of calcium of less than 50 mg m 24 hours 
is met m hyperazotemic pabents, and this fact is so 
constant that normal or high urmary calcium excre¬ 
tion in such subjects must mdicate an associated 
tubular or bone disease, the latter bemg due to 
hyperosteolysis associated with myeloma or sec¬ 
ondary bone caremoma The constant reduebon of 
calciuria m azotemic nephribs led the authors to 
make a systemabc study of urmary calcium hyper- 
azotemia They have thus noted clear-cut hypocal- 
ciuria in all pabents with clearances indicative of a 
reduebon m the glomerular filtrabon or plasma out¬ 
put The converse also holds Appearmg at the same 
time or perhaps previous to the reduebon of glomer¬ 
ular clearances, hypocalciuria consbtutes the better 
means for the deteebon of renal failure For this 
reason the urmary calcium determmabon must be 
made m the same way as the blood urea determma¬ 
bon with the routme biochemical studies The uri¬ 
nary calcium determmabon does not, however, 
mdicate the presence of renal failure as do the 
clearances 

Meprobamate for Delirium Tremens —Lercboullet 
and co-workers {Presse med 68 473, 1960) gave 
four to SIX intramuscular injecbons of meprobamate 
daily to 50 patients who had acute and subacute 
dehrium tremens Each mjeebon contamed 800 mg 
of the drug The bme required for return to 
quiet condibon was 36 hours A fall m tlie diastolic 
pressure of 30 mm Hg or more was noted m 10 
per cent of the patients No pabent suffered from 
cardiovascular collapse 

Trichomoniasis and Candidiasis —Danezis and 
MarseUou {Presse med 68 519, 1960) found that 
68 2 per cent of women suffering from vaginibs 
harbored Tnchomonas and 33 5 per cent harbored 
Candida albicans Both organisms were present m 
25 5 per cent In the pabents xvith the double m- 
feebon they obserx'ed a relapse rate of 25 per cent 
m those treated with trichomycm and of 40 per cent 
m those treated xvith nystabn Better results have 
been noted when treatment xxnth the two drugs was 
alternated Comparison of these results xvitli tliose 
obtamed xvith tlie same drugs in xvomen harbonng 
Trichomonas alone (18 per cent relapsed after treat¬ 
ment xvith nystatin) shoxved tliat in tlie pabents 
\xuth both diseases the resistance to treatment xvas 
greater 

Exchange Transfusion —Leroax and co-xvorkers 
{Presse med 68 435, 1960) dexosed a techmque of 
exliange transfusion m neonates xxntli use of only 
heparm as an anbcoagulabve agent With this tech¬ 
nique they performed successfully 104 exchange 
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transfusions in neonates It appears, tlierefore, that 
tile essential factor for the success of the exchange 
transfusion is the choice of an anticoagulating 
agent 


GERMANY 

Hepatic Coma —H A Kuhn of Lubeck (Deutsche 
med Wchnschr 85 393, 1960) stated that the blood 
ammonia concentration, normally amounting to 10 
to 60 meg per 100 ml, mcreases to about 500 meg 
per 100 ml in patients with hepatic coma The 
ammonia is derived chiefly from tlie protein in the 
diet by the achon of bacteria m the large intestme 
It IS normally converted in the urea cycle in the 
liver, but m patients with hepatic dysfunction it 
reaches the blood directly and is then responsible 
for part of the cerebral symptoms, including the 
coma 

It IS not always possible to lower the blood level 
by chemical linkage (glutammic acid) or interfer¬ 
ence with the urea cycle (arginine) Other methods 
were tlierefore sought, and the artificial kidney was 
used The ammonia level in dogs with “meat in¬ 
toxication” was lowered by 50% after perfusion of 
100 ml of blood per mmute for three hours The 
method was also successful in comatose patients 
Another method that is less involved leads heparin- 
s ized blood tlirough a cation-exchange column It 
succeeded in eliminating the coma of dogs in as 
little as 30 minutes, by which time tlie ammonia 
concentration was reduced to half These studies 
prove that the ammonia is responsible for part of 
the cerebral symptoms The measures described are 
suitable onl}^ m acute stress conditions since they 
have no effect on the underlying cause of the con¬ 
dition 

Chloroquine for Rheumatoid Arthritis —Schlegel 
and Anders of Marburg (Arztl Wchnschr 41 670, 
1959) stated that in a series of 1,000 patients who 
had chronic rheumatoid artliritis and were treated 
with chloroquine, an improvement of 50 to 90% 
was observed Two factors impair the validity of 
tliese figures (1) chloroqume theiapy has a latent 
period of several months to one yeai or longer, 
(2) in chronic rheumatoid arthritis spontaneous 
remissions may occur Chloroquine was given to 22 
selected patients who required contmuous steroid 
treatment because their symptoms had not re¬ 
sponded to salicylates, pyrazolone, or gold treat¬ 
ment Chloroqume was successful in some of these 
patients 

Diabetes and Fertility—Thoenes and Lenz (Ann 
paedwt 193 65, 1959) investigated the result of the 
mcreasmg life-expectahon of diabetics on the mci- 
dence of diabetes A series of 141 marned women 
were asked about age at the onset of diabetes. 
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climacteric age, number of pregnancies and the 
age at which they occurred, duration of pregnancy, 
premature termination whether spontaneous or in¬ 
terrupted, birth of live or dead child, weight and 
body length of child at birth, mortality m the 
neonatal period (first ten days), and the number of 
children of their grandparents, parents, and siblmgs 
Diabetic heredity was observed m 32 6%, dia¬ 
betes occurred in 56 patients prior to, m 10 dunng, 
and in 75 after the climacteric Primary sterility 
(i e, no child) was observed in 9 2%, and sterility 
after onset of diabetes m 82 3% Before diabetes 
85 8% were fertile, and during the course of the 
disease only 8 5% were fertile Only about 22% of 
the women in whom the diabetes occurred m ma¬ 
ture years became pregnant In the women m whom 
diabetes occurred only after the climacteric, fer¬ 
tility did not deviate from normal Frequency of 
pregnancy was much lower in diabetic than m non- 
diabetic women Prenatal mortahty, including abor¬ 
tions and interruptions, amounted to 24 3% for the 
diabetic women and 16 4% for the healthy mothers 
Infant mortality was much greater m the diabetic 
(50%>) than m the prediabehc phase (22 5%) A fer¬ 
tile woman developmg diabetes between tlie ages 
of 15 and 30 years can expect an average of one 
child less than a mother m whom diabetes develops 
between the ages of 61 to 75 years At least one of 
every two children was lost to mothers in tlie dia¬ 
betic phase, and one of every four or five to those 
in the prediabetic phase Abortion was twice as 
frequent m prediabetic women than m those who 
never had diabetes Stillbirths were three times as 
frequent m non-diabetic women than in those m the 
prediabetic phase 

The authors concluded that fertility and rate of 
pregnancy are lo\ver m diabetic than m non- 
diabetic \vomen, m spite of msulm treatment, and 
fetal mortality is greater in the diabetics The in¬ 
creased life-expectation of diabetic women is not 
likely to result m an increase in the incidence of 
diabetes in the population as a whole 

Poisoning with Hypnotic Drugs —A Donhardt 
(Ergebti inn Med u Ktndeih N F 12 1, 1959) 
stated that m tlie Hamburg-Altona General Hospi¬ 
tal 57 5% of all cases of poisonmg are due to hyp¬ 
notics taken with suicidal mtent In treating these 
patients little importance is attached to gastnc 
lavage, activated charcoal, and purgation These 
methods are not without dangers 

The airways may be kept free by placing the 
patient m lateral or abdommal posibon, and the 
posture must be frequently changed to prevent 
pneumonia and decubitus ulcers As the easiest 
means for preventmg the tongue from fallmg back, 
msertion of a Guedel’s tube is recommended In 
severe barbiturate poisonmg with marked suppres¬ 
sion of the respiratory center, admimstration of 
oxygen is still recommended An oxygen concentra- 
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tion of 30 to 40% of the inspired air is sufiBcient 
Hypnotic poisoning is often associated witli changes 
in the ion balance Besides respiratory acidosis 
resulting from respiratory depression in severe 
poisoning, metabohc acidosis in prolonged coma, 
due to msufBcient supply of calories, plays an im¬ 
portant role Administration of fluids should amount 
to 2 liters a day m adults SufiBcient fluids are essen¬ 
tial for the excretion of the barbiturate and the 
prevention of formation of tenacious secretions in 
the air passages The author uses Ringer’s solution 
to which dextrose is added if the coma is prolonged 
In hyperthermia, reduction m body tempeiature is 
achieved by placing the patient in an oxygen tent, 
which, however, is used only as an air-condihonmg 
chamber Should this not sufiSce, ice packs are 
applied to the extremities and the pelvis but not 
to the thorax or abdomen A lowering of body tem¬ 
perature below 37° C (98 6° F), as used m major 
operations, is not advised Cardiac treatment is 
necessary only m a few patients with hypnotic 
poisoning, and then is given in the form of stro- 
phanthm For collapse levarterenol bitartrate is 
given 

In the second part of the paper the authoi deals 
extensively with the use of analeptics The only 
value of an analeptic in treating hypnotic poisoning 
IS its life-saving eflEect m otherwise fatal cases It is 
believed that not only the respirator}' efiFect of 
analeptics plays a role but also their geneial invig¬ 
orating efiFect, which, however, m severe poisoning 
IS potent enough in only a few preparations A true 
competitive antagonism between analeptics and 
barbiturates does not exist Only a functional an¬ 
tagonism can still be considered for a number of 
analeptics The central analeptics neither accelerate 
the decomposition of barbiturates nor promote 
their excretion, but recent mvestigations suggest 
that they may inhibit the central depressive effect 
of the barbiturates on the cerebral cortex and, to a 
lesser degree, the spinal cord The paper discusses 
various analeptics m detail The autlior, hke many 
others, uses /3,j3-ethylmethylglutarimide m medium 
and severe poisoning, and he uses pentylenetetrazol 
for facilitating transport 

New Quadruple Vaccine —Oehme and Hennessen 
of Marburg {Khn Wchmchr 38 181, no 4, 1960) 
stated that because of tlie high mortality from 
pertussis m infancy, pertussis immunization cannot 
be dispensed with m fax'or of poliomyelitis vaccina¬ 
tion For this reason quadruple vaccines are being 
introduced These contam at least 30 S U of diph¬ 
theria toxoid, 15 billion Hemophilus pertussis 
organisms, 1 dose of trivalent adsorbated poliomye¬ 
litis vaccine, and at least 30 S U of tetanus toxoid 
per milliliter In an orphanage, 15 healthy clnldren 
were giien 1 ml of the combined vaccine mtra- 
muscularly txvice at an interval of four weeks Of 
these 11 could be serologically studied The chil¬ 


dren were between the ages of 3 months and 1 year 
The third mjection xvas given six months after the 
second Local reactions xvere slight Temperatures, 
which after the second injection often rose, in- 
cieased to 38 5 C (1014 F) at the most Four chil¬ 
dren showed no rise of temperature after both tlie 
first and second injection There were no other side- 
effects 

Blood antibodies xveie determined prior to x'ac- 
cination and three weeks after the second and thud 
injection Eight infants had antibodies against one 
type of poliovirus before the fiist injection The 
antibody development after vaccination in the four 
youngest infants suggests tliat placental transfer of 
the pnmar}' antibodies took place, since no boostei 
effect was noted after the injections In the foui 
others, vaccmabon was followed by a marked in¬ 
crease in antibodies by several times the original 
value Diphtheria oi tetanus antitoxins were not 
present prior to vaccination In 10 children, anti¬ 
bodies against at least two types developed to such 
a degree as corresponds to the state of immunit}' m 
adults All children who had no antibodies prior 
to vaccination developed tliem against poliomyelitis, 
diphtheria, and tetanus The titers corresponded to 
those expected after toxoid immunization Pertussis 
immunity is most difficult to evaluate from serologic 
results In 11 of 14 children, a satisfactory agglutina¬ 
tion titer of 1 40 was found after three injections 

INDIA 

Tropical Eosinophiha —J B Chatterjea {Calcutta 
M ] 57113 [April] 1960) made hematological 
studies of patients witli tropical eosinophiha The 
bone marrow was found to be hypercellular Its 
strikmg feature was eosinophilic proliferation in¬ 
volving dll stages from myelocytes to granulocytes 
There was no significant inciease in myeloblasts or 
premyelocytes due to the intense eosinophilic pro¬ 
liferation, and the neutrophils showed a definite 
decrease Several other determmations gave con¬ 
sistently negative results The author concluded 
that the cause of tropical eosinophiha is still not 
exactly understood, and, apart from parasitism, 
other factors in susceptible subjects can giv e rise to 
the sy'ndrome of tropical eosinophiha The-relatively 
high incidence of tins disease among Indians may 
be due to a racial susceptibiht}' brought on bv 
genetic factors This susceptibility becomes mani¬ 
fest when precipitating sbmuli are present Tlie 
increase m the incidence m recent years may be due 
to an increase in such precipitating environmental 
factors 

Synermycm m Pyogenic Skm Infections-Mathus 
and Joslii (/ Indian M A 34 437 [June 1] 1960) 
found S}'nennvcm, a compound contammg tetra¬ 
cycline and oleandomvcm, useful m combahng 
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due to a ^A^anety of otganisms including 
resistant strains They reported its successful use in 
13 patients with pyogenic skin infection of different 
causes which had proved resistant to penicillin, 
streptomycin, and sulfonamides The dosage ranged 
from 125 to 250 mg, three or four times a day 
according to age and body weight, for five or six 
days The patients heated had pyoderma of the 
scalp, impetigo of the scalp, simple impetigo, im- 
pehginous eczema, deep mguinal adenitis, sycosis 
barbae, pemphigus, and multiple boils The drug 
was v'ell tolerated and was lelahvely fiee from 
side-effects 


NETHERLANDS 

Postvaccinial Encephalitis-In a thesis E J W 
Keuter (University of Utrecht, 1959) repoited an 
mveshgation of the role of constituhonal factors 
m the pathogenesis of postA^accinial encephalitis 
He studied 107 families with a series of 109 diag¬ 
nosed cases of postvaccinial encephalitis occurring 
in tliree generahons A senes of 102 random fam¬ 
ilies were used as controls 
The encephalitis group showed an incieased 
occurrence of dysihaphic stigmas, psychiatuc dis¬ 
turbances, epileptic manifestations, alleigic symp¬ 
toms, and endociine diencephalic stigmas The 
encephalitis group also showed an mci eased sus¬ 
ceptibility to mflammatory changes of the central 
ervous system, to peripheral neurological disturb- 
nces, and to organic heart defects Abnormalities 
of the skin showed an irregular pattern Some 
changes (hemangioma, lipomas, and ichthyosis) 
were more common m the encephalitis gioup 
In estimating the risk of a vaccmation in terms 
of postvaccinial encephalitis, the constitutional dis¬ 
position of the subjects to be vaccinated should, 
therefore, be taken mto account Investigation of 
relatives with regaid to the above-mentioned stig¬ 
mas would be necessary if a well-founded opinion 
IS to be formed 

Tuberculosis —In the period iiom 1952 to 1958, 23 
small tuberculosis sanatoriums, with a total of 
1,483 beds, were closed as a result of the decieasmg 
occurrence of this disease In this period tlie num¬ 
ber of patients suffering from an active form of 
tuberculosis decreased from 965 to 644, and the 
death rate from 75 to 43, per 100,000 inhabitants 
Several large sanatoriums have been converted 
wholly or in part to other uses 

Isolation of Coe Virus-J van der Veen and co¬ 
workers {Nederl ttjdschr geneesk, 104 619, 1960) 
reported the isolation of the Coe virus for the first 
time m the Netherlands Earlier reports about this 
Vitus have appeared m the United States and the 
United Kingdom The isolation m the Netherlands 
was made during an mvestigation among 240 


-Army recruits on the origin. ofi mild, respiratory 
infection In three the Coe vmis was isolated from 
throat swabs and stool specimens The three pa¬ 
tients showed a significant nse in neutralizing anti¬ 
body agamst the straws recovered from their own 
throat For the isolation of the Coe virus, fresh 
cultures of human thyroid cells were used No 
etiological relationship with the upper respiratory 
infections could be established 

Eosinophihc Intestinal Phlegmon -Rodenburg and 
Wiehnga (Nederl ttjdschr geneesk 104 417, 1960) 
described 11 patients with an acute eosinophilic 
phlegmonous inflammation of the ileal wall In all 
instances the inflamed portion was found to con- 
tam a paiasite With the exception of one, all 
patients became ill m the summer, all were adults, 
and ten were men 

The onset was acute, with a rapid progiession 
of symptoms The patients complained of abdomi¬ 
nal cramps The disease was characterized by par¬ 
tial ileus of the lower part of the small intestme 
The body temperature was normal or slightly ele¬ 
vated Most patients had leukocytosis, and three 
had eosmophilia One patient had ascaris ova in 
the stools Ten patients were operated on withm 
24 hours after admission The pentoneal cavity 
contained clear or hemorrhagic fluid At distances 
of 15 to 120 cm from the cecum, the small intestine 
was swollen and hyperemic There was much 
edema which was most marked in the central part 
of the inflamed segment The mesentery was also 
edematous In seven patients there was a distention 
of the intestine, proximal to the inflammation, 
though tlie narrowing of tlie lumen always ap¬ 
peared to be insignificant In all instances the in¬ 
flamed segment was resected Taa'O patients died of 
staphylococcic ententis, seven recovered com¬ 
pletely Several Aveeks after the operation one 
patient had a recurrence of ileus, Avhich appeared 
to be due to adhesions 

F C Kuipers and co-AA'orkeis (Nederl tijdschr 
geneesk 104 422, 1960) studied the nature of the 
parasite Avhich Avas found in all 11 patients It 
appeared to be a larva Avhich, at first, could not be 
exactly identified It was thought to be a larva 
commonly found in fish, and all patients said they 
had eaten herring The larva was then identified as 
Eustoma rotundum After the death of the herring 
the larvae migrate into the fish’s muscles, appar¬ 
ently in an attempt to leave tlie fish E rotundum 
does not mature in the human body 

Allergy probably plays an important role in the 
pathogenesis of this disease Tavo pafaents were 
known to have bronchial asthma The occurrence 
of this disease mamly m summer is explained by 
the fact that the consumption of herrmg m 
Netherlands is greatest during that season The 
first cases Avere observed in 1955 In the last five 
years herring has been salted less heavily than 
previously A low salt concentration appeared to 
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prolong the life of the larva Moreover, m several 
instances the herring are not cured at sea but after 
their arrival on land, and the interval allows the 
larva to migrate mto the muscles of the herring 


UNITED KINGDOM 

Wiser Spendmg Needed —According to Lord Ston- 
ham. Chairman of the Central Group Hospital 
Management Committee m London, at the annual 
conference of the Association of Hospital Manage¬ 
ment Committees at Morecambe, tlie easy answer 
for improving the Hospitals Service is more beds, 
more hospitals, and more money, but it is the 
wrong answer He said further that half the cost 
IS ‘hotel” cost So long as the number of beds de 
cides the salaries of the matrons and hospital ad¬ 
ministrators, their wholehearted cooperabon in 
making vitally necessary improvements cannot be 
expected If a hospital has beds, it fills them even 
though the occupants might have no sound clinical 
reason for being tliere Regarding recruitment to 
the professions supplementary to medicine, he said 
tliat tins would not occur until there was a radical 
improvement m their shamefully low salaries 

A spokesman for the Ministry of Healtli replied 
that in determinmg salaiies for senior admmistia- 
tive and nursmg staff the mam factoi is the number 
of staffed beds available, not the numbei of pa¬ 
tients Officers affected by a reduction in staffed 
beds would not generally have their salaries cut, but 
they would not normally receive any furthei mcie- 
ments 

Sedimentation Rate—An editoiial in the British 
Medical Journal, June 4, discussed the sedimenta¬ 
tion rate m the light of an article, published in tlie 
same number, by Dr J B Dawson The sedimen- 
tahon rate is one of the most frequent clinical 
laboratory determinations requested today, and 
rightly so, because the performance is simple and 
the result of great clinical value Its value lies m its 
complete lack of specificity, for it is raised in any 
condition associated with mflammation or break- 
dowTi of hssue (except when purely localized) Like 
fever, leukocytosis, increase in blood viscosity, and 
the presence of C-reactive protein, an increase m 
the sedimentabon rate is i mamfestation of the 
body s reachon to injury 

The great value of the rate therefoie lies in indi¬ 
cating progress in such chronic diseases as tuber¬ 
culosis or rheumatoid arthritis in which it waxes 
and wanes with the activity of the disease The 
technique of the test should be above suspicion 
Of the two most mdely used methods, that intro¬ 
duced bv Wmbobe is much fax’ored fiecause the 
same sample of blood can serx'e not only for the 
estimabon of tlie sedimentation rate but also for 
determining the hematocrit, and hence show if any 
correction is required as a result of anemia Un¬ 


fortunately, several workers have reported studies 
m xvhich parallel determmahons of the rate xvith 
both the Wintrobe and the Westergren methods 
have produced widely divergent results 

In most of these, the sedimentabon rate was 
greatly elevated when esbmated by the Westergren 
method, while the Wintrobe result was often within 
the normal range Collateral endence indicated that 
the correct result was the one given by the Wester¬ 
gren method Of several factors known to contribute 
to the unreliabdity of the Wintrobe method, the 
chief one is the type of anticoagulant used The 
method recommended by Dr J B Daxvson is to 
use solid sequestrene as the anbcoagulant but to 
dilute the sample by a furthei addition of one part 
of 3 8% cibate to four parts of blood This has been 
found to give reliable results 

Fellowship for Freedom in Medicine —Acceptance 
of the lecommendations of the Royal Commission 
on Doctors and Dentists’ Remunerahon by the 
Biibsh Medical Associabon was condemned by the 
Fellowship for Freedom m Medicme, founded bv 
the late Lord Horder The government said it 
would accept all the Commission’s proposals if the 
BMA did likewise 

Tlie Fellowship says tlie profession agieed m 
1948 to tlie Nabonal Health Service because then 
the profession was a lot of doctors happily ignorant 
of political affairs “We legard it as crazy and 
cowardly to accept a Review Body, however it is 
composed, xvhich cannot be approached directly 
by the profession ” The Felloxvship also opposes 
merit awards for outstanding geneial practihoners, 
because they savor of a fonn of patronage by secret 
committees xvhich is entirely opposed to the xx'hole 
principle of freedom m medicme 

Muscle Pains from Succinylcholine —C A Foster 
(Brit M J, July 2, 1960) said tliat the administra¬ 
tion of succinylcholine bromide instead of chloride 
had no effect on the incidence of postoperabve 
muscle pains m a group of outpatients The intra¬ 
venous injechon of atropme and neoshgmine at the 
end of bronchoscopy also had no effect on the 
incidence of muscle pams Gallamme trietluodide 
administered mtravenously beforehand in a dose of 
20 mg loxvered the incidence and severity of the 
pams but xvas likely, particularly iii pabents for 
bronchoscopy, to cause respirator}' difficulties at 
the termination of tlie bronchoscopy 

After the admmistration of succinvicholine chlo¬ 
ride to mpabents, nearly one-fourth suffer from 
postoperative muscle pams, tlie incidence is less at 
the extremes of age and after certam operations 
Ever}' time succinylcholine is used, consideration 
must be gix'en to tbe indicabons for its use and the 
incidence of muscle pams afterxxard It is hoped 
that a nexv relaxant xx'ith the advantages of suc- 
cmylcholme but xvithout its capacity for producing 
these pams xx'ill be dex'eloped 
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DIET IN CORONARY ATHEROSCLEROSIS 




To the Editor —In his article, “Diet in Coronary 
Atherosclerosis,” in The Journal, June 25, page 
884, Dr Momson reports that 100 patients who 
had survived the first four to siv weeks after myo¬ 
cardial infarction were alternately assigned to a 
normal diet group and a low-fat, low-cholesterol 
diet group Mortality for each group was reported 
at 3, 5, and 12 years after infarction Survival fig¬ 
ures for the low-fat, low-cholesterol group were 
superior at all three intervals, but the author states, 
“Statistical evaluation of the 100 patients reported 
in this study is imprachcal because of the smallness 
of the sample ” 

A skeptic may question whether unconscious bias 
might be present as a result of selection of cases, 
the chance distribution of irrelevant but prognosti- 
cally important characteristics, or important differ¬ 
ences otlier than diet m tlie subsequent manage¬ 
ment It appears unhkely that significant bias is 
present Assuming no bias, there is a relatively 
simple method for statistical analysis which m tins 
case yields a satisfactor>' answer despite the limited 
umber of cases 

Cumulative survii'al data are plotted on loganth- 

ic-probability graph paper, and tlirough subse¬ 
quent use of simple formulas and nomograms pre¬ 
sented m the Journal of Pharmacology and Expen- 
mental Therapeutics (Litchfield 97 399 [Dec, pt 1] 
1949, Litchfield and ^VlIcoxon 96 99 [June] 1949) 
' one may test whether the two groups are signifi¬ 
cantly different, paiticularly with respect to median 


umval times , 

In this case the three reported pomts of the 
jumulative survival curve for the low-fat, low- 
iholesterol diet gioup are consistent with a log- 
lormal distnbubon The 12-year value for die con- 
Tol group deviates from a log-normal distribution 
n the direction of a less favoiable f ^^se dian 
^vould be predicted on the basis of the first tivo 
aomts Thus, an analysis m which tlie l--year 
Lure IS deleted would err by making diffeiences 

between the tivo gioups seem less 
tliey are When the first two points of the conteol 
group curve and all three points of the * 

fow-cholesterol diet group are used, the medi 
survival times are estimated as 46 and 9 0 yea , 
rSoectively A more accurate estimate would be 
poLble /aU the data on 

able Nontheless, there are less than 5 chances m 
100 tliat the observed difference m these median 

S"-to haveJe:no„s.a^ a staUsU- 
cally significant superiority of the low-fat, low 


cholesterol diet m these cases However, because 
the possibility of bias cannot be absolutely elimi¬ 
nated, because quirks of chance will occasionally 
occur, and because the importance of dietary man¬ 
agement m such cases is a matter of vital concern 
to the medical community, I would certainly agree 
that confirmatory studies are in order 

WiLLiAxr R Best, M D 
1853 W Polk St 
Chicago 12 


SIGNED BOOK REVIEWS 

To the Editor-There have been many recent 
changes in The Journal of which I heartily ap¬ 
prove I would like to comment on one of them 
I refer to havmg book reviewers sign their re- 
views-a recent laudable innovation, but one not 
universally adliered to I think that the practice 
should be compulsory and should not be left to the 
choice of the reviewer A year or more ago I was 
asked to umte a review for The Journal and did 
not like the idea of not being able to sign my name 
to the review I do not feel that anyone should 
write anytliing for publication that he has not the 
fcourage to sign He should be willing to take the 
brickbats or the bouquets, the jeers or tlie cheers, 
whichever come his way Anonymous writmg is irre¬ 
sponsible writmg and is, in my opmion, unworthy 
of a journal of the standmg of The Journal 

Amos R Koontz, MD 
1014 St Paul St 
Baltimore 2 

I, too, approve But many changes m too short a 
time may not be as productive as movmg a little 
slower —Ed 


ANESTHETIC MEDICATION 

;he Editor -The article by Dr Wallace m The 
inal, June 18, page 797, is timely, since the 

mques of preanesthetic medication g^nerafiy 
undergoing reevaluation I am concerned that 
e may some misunderstanding m the use of A 
d “syunpathomimetic” for scopolamine or atro- 

^ in the subtitle and text , 

^opolamme and atropine, bodi centrally and 
ohlrally, block some of the ^chons of acetyl- 
hne the neurohumoral agent release^ by c - 
Sc neurons, many of which are mvolved in 
a?ympathetic nervous system therefore, * 

tr/ should be caUed parasympatheti^blockmg 
^olinergic-blocking agents Sympathomime 
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drugs mimic the action of catechol amines such as 
epmephrme or arterenol (Norepmephrme) Thus 
the casual reader may misimderstand the form of 
the premedication (promethazme and scopolamine) 
used by Dr Wallace 

E F Domino, M D 

The University of Michigan 

Ann Arbor, Mich 

The above comment teas referred to the author 
of the article, and he has submitted the following 
reply 

To the Editor —Dr Dommo’s suggestion on the 
use of the word “sympathomimetic” when referring 
to atropine and scopolamine is quite proper His 
comments concemmg tlie action of these drugs is, 
of course, correct I have been guilty of a common 
error m my application of tlie term A minor de¬ 
fense for my position may be the fact that, though 
pharmacologically mcorrect, anesthesiologic par¬ 
lance has permitted the term ‘sympathomimetic” 
to be used with full understanding of its actual 
significance 

George Wallace, M D 
506 6th Street 
BrooUyn 15, N Y 


POISONOUS MATERIAL IN HOME 
BOAT-BUILDING KITS 

To the Editor —In the Detroit area in recent months, 
some 40 to 50 cases of poisonmg have been associ¬ 
ated with methyl ethyl ketone peroxide All these 
cases occurred after ingestion m children This 
material is furnished as one part of home boat¬ 
building kits It IS not knoivn precisely that methyl 
ethyl ketone peroxide m itself is highly toxic As 
supplied, this material exists m gluey form, toluol 
and/or xylol bemg the solvents It may be conjec¬ 
tured that kerosene or naphtha likewise may be 
used as solvents but perhaps more by purchasers 
themselves than by manufacturers The emergency 
danger appears to relate chiefly or solely to the 
solvent None of the Detroit cases has been fatal 

The chief manifestations, apart from possible con¬ 
junctivitis and irritation m the upper mucous mem¬ 
brane area, are gastric pain and other indications 
of intestinal tract irritation The chief danger, par- 
ticularlv in the instance of kerosene and naphtha, 
IS the prospect of aspiration, whether by emesis, 
spontaneous, or induced The entiy' of any of these 
solvents into the pulmonary tract mav be followed 
by prompt pneumonitis, while absorption of sub¬ 
stantial amount leads to narcosis, particularly in 
tlie case of kerosene or naphtha In tlie absence of 
such developments within 48 to 72 hours, such ac¬ 
tion IS not a prospect 

It follows tliat physicians should not attempt to 
establish emesis, and gastric lavage possibly should 
be avoided unless the quantity mgested is knowai 


to be high In general these cases should be treated 
symptomatically, with due concern for the prospect 
of narcosis m the more severe episodes The \ns- 
dom of vendmg this material may be doubted m 
connection with home boat kits, where manifestly 
the chief exposure will be about homes where chil¬ 
dren are likely to become victims 

Carex P McCord, M D 
Institnte of Industrial Health 
University of Michigan 
Ann Arbor, Mich 


SECONDARY ANEMIA CAUSED BY 
SULFONES 

To the Editor—In the report to the Council on 
Drugs in The Journal, May 28, page 363, Current 
Status of the Therapy of Leprosy,” appears the 
statement, ‘Secondary anemias caused bv sulfones 
may be corrected by administration of ferrous sul¬ 
fate alone or supplemented by liver extracts ” Pre- 
cedmg this statement there appeared on page 368, 
m reference to the early work on glucosulfone by 
Faget and others, the sentence, ‘Moderate degrees 
of anemia continued to be frequent but were treated 
successfully with administration of moiganic 
iron ’ 

This reported response of a drug-induced anemia 
to the admmistration of iron seems atypical of gen¬ 
eral clmical expenence with anemias due to chemi¬ 
cal agents Wintrobe makes the following statement 
on page 639 of his book Clmical Hematology’ 
(Philadelphia, Lea & Febriger, 1956) From clmical 
expenence it is also evident that the materials re¬ 
quired for blood formation are largely conserved 
when hemolysis occurs Treatment with iron, vita¬ 
min Bi 2 , folic acid or liver extracts is unneces¬ 
sary” 

Without mtendmg to disparage an excellent re¬ 
port, I wonder if this minor facet of therapv has 
been given further clmical scrutmy 

Robert B Price, M D 
2101 Travis St 
Amarillo, Texas 

The above comment was referred to the author 
of the article, and he has submitted the foUotutng 
reply 

To the Editor —Dr Price has nghtty questioned mv 
statements regarding the value of morganic iron in 
the secondarv anemias caused by sulfones Al¬ 
though these statements are based on reports bv 
many leprologists, it must be admitted that a con¬ 
trolled study of the subject has not been made 
Perhaps Dr Price’s criticism xvill lead to more care¬ 
ful stud\' of the subject 

James A Douix, M D 
1832 M St, N W 
M^ashmgton 6, D C 
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*^^6 Physiological Basis of Diuretic Therapy By Bobert F 

Pitts, Pli D, M D, Professor of Physiology and Biophysics, 
Cornell University Medical College, New Yorh Publication 
no 366, Amencan Lectures Senes, monograph in Banner- 
stone Division of Amencan Lectures in Physiology Edited 
by Robert F Pitts Cloth $9 75 Pp 332, witli 38 illustra¬ 
tions Charles C Thomas, Publisher, 301-327 E Lawrence 
Ave , SpnngReld, Ill, Blackwell Scientific Publications, Ltd, 
24-25 Broad St, Oxford, England, Ryerson Press, 299 Queen 
St, W , Toronto 2B, Canada, 1959 


Here is a book that should be of great use to 
tliose who read it carefully The wondrous manner 
in which body water goes in and out of the vascular 
bed and is conserv^ed and eliminated by the kidneys 
IS still imperfectly understood However, those 
things which are known or strongly suspected are 
set forth in terms which even the less sophisticated 
reader should understand The many gaps in our 
knowledge are pointed out with equal claiity If 
modern views of the astonishing properties of renal 
tubular epithelial cells are correct, they must be 
among the most versatile cells possessed by man 
The complex activity going on in the kidney, how¬ 
ever, IS no more exciting than that occuirmg simul¬ 
taneously in the lungs—“In the second or so re~ 
uired for an erj'throcyte to traverse a pulmonary 
diary, bicarbonate ion must diffuse into the 
yuirocyte in exchange for chloride ion and asso¬ 
ciate with hydrogen ion to foim carbonic acid, the 
carbonic acid must dehydrate to carbon dioxide 
.Md the carbon dioxidq must 

out of the red cell, across tlie plasma “sfream, 
through the capillary and alveolar u'alls and into 
the alveolar gas” Carbonic anliydrase is leguired 
for rapid transformation of carbon dioxide and 
water to carbonic acid The sulfonamide diuretics, 
particularly acetazolamide, and chlorothiazide in¬ 
hibit this reaction and hence piomote diuiesis Skill¬ 
fully the author weaves the concepts of osmotic 
force, hydrostatic pressure, and specific sodium 
pumps” m the peritubular membrane of proximal 
tubular cells into a complex but plausible explana¬ 


tion of kidney funchon 

Having detailed his views of the mechanisms of 
homeostasis of body fluids in the first half of the 
book, he deals with the various diuretics now m 
common use one by one Fust he takes ^ 
physiological ones which increase the filtered load 
of sodium or chloride ions, or both, along with 
those which antagonize over-reabsorption of these 
ions In the former group belong colloids, digitalis 
vasodilators of afferent glomerular arterioles such 
as ammophylline, and acidifying agents such as 
cation-exchange resins and ammonium chloride In 
the latter group are amphenones, antialdosterone 


steroids, water, and such agents as manmtol and 
urea Pharmacological diuretics are divided be¬ 
tween those which specifically inhibit transport 
mechanisms for sodium or chloride ions, or both, 
such as xanthines, aminourieils, mercurials, and 
chlorothiazides, and those which interfere with 
hydrogen for sodium exchange, such as potassium 
salts and carbonic acid anhydrase inhibitors 
The case for the use of adrenal steroids is well 
stated In the author’s view they may be used to 
advantage m edemas other than nephrotic, although 
the mechanism of their action is by no means clear 
Various observations bring up the possibilities that 
they may act by (1) antagonizing the action of anti- 
dmretic hormone on the renal tubule, (2) neutraliz¬ 
ing the salt-retaining effects of aldosterone, (3} in¬ 
creasing glomerular filtration rate, and (4) altenng 
capillary permeability, thus affecting ion equilibria 
between cells and interstitial fluid 
The burned reader will be tempted to rely 
heavily on the excellent summaries at the end of 
each chapter This ivill enable him to extract much 
of practical value from the volume and spare him¬ 
self the effort of some fairly difiicuit mental gym¬ 
nastics as he follows tlie author tlirough the elab¬ 
oration of modern concepts Howev'er, as usual, he 
will miss much of the fun and stimulation if he 
yields to this common temptation Those who take 
time to read the book in its entirety will profit by 
the experience, and their patients should be better 
off, fo^”^ ^ 

Pauls Rhoads,MD 


Report of Btocbemwal and Dietary Procedures For Use 
■n the Study of Metabolic Functions and For the Evaluation 
of Nutritional Status By G Frank Consolazio, Chief, Bio- 
energetics Division, U S Army Medical Research and 
Nutrition Laboratory, Fitzsnnons General Hospital, Denv'er, 
Col, and Robert E Johnson, M D, D Pin!, Professor and 
Head of Department of Physiology, University of Illinois, 
Urbana Report no 242 U S Army Medical Research and 
Nutrition Laboratory, Fitzsimons General Hospital, Denver 
30, 1960 


This book IS a pielimmary revision of “Metabolic 
ethods” published in 1951 fay C V Mosby Com- 
iny, St Louis, Mo, and wntten by the present 
ithors and Miss Evelyn Marek It attempts to 
■mg up to date tlie procedures used m conducting 
etabohe and nutnbonal surveys The information 
id background gained during the past 10 years of 
dd survey work by the Army Medical Research 
id Nutrition Laboratory and dunng surveys con- 
acted by Interdepartmental Committee on Nutn- 
on for National Defense (ICNND) has been 
icluded m tins manual 
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Since the manual is designed for actual designing 
and conductmg surveys, it goes into great detail on 
equipment needed, preparation of solutions re¬ 
quired for analytical tests, forms requned for col¬ 
lecting, compilmg, and summanzing data, and 
procedures used for all types of analyses Analybcal 
methods are descnbed with great detail as to con¬ 
ducting the test, but little information on the pnnci- 
ple behmd the procedure is given References are 
supplied for those who would requue mformation 
on the test reaction and mechanism Each method 
described has been used in survey work, and pre- 
cauhons related to each method are included These 
can prove helpful when laboratory technicians are 
unfamiliar uiA that method 

Since the methods are generally tliose most appli¬ 
cable to field or temporary laboratory' operations, 
some may' appear to be less accurate than standard 
procedures However, the manual was prepared for 
field use, and analytical procedures included were 
those most hkely to give reproducible results imder 
most conditions In many cases two or more proced¬ 
ures are given witli the precautions or limitations 
given for each Dietary survey procedures are based 
on the surveys conducted by the Medical Research 
and Nutrition Laboratory plus those used by tlie 
ICNND in the past eight years The procedures are 
specifically designed for use m controlled popula¬ 
tions such as the Armed Forces, hospitals, or board¬ 
ing schools 

Though rather specialized m its general coverage 
and aim, the sections on analytical procedures 
should be of value in laboratories called on to do a 
great vanety of biochemical and chmcal tests 
Analytical procedures mclude those for minerals, 
lipids, carbohydrates, proteins, vitamms, hormones, 
and enzymes m blood, urine, and other bssues 
Clmical tests descnbed and outlmed cover blood 
chemistry, tolerance tests for vitamins and glucose, 
kidney and liver funchon tests, prothrombm test, 
and vanous qualitabve tests for urinary and fecal 
compounds This book should be of mterest to those 
achve in the field of clinical and nutnbonal surveys 
and as an analybcal procedure reference for lab- 
oratones 

Ogden C Johnson, Ph D 

Thymectomy for Myasthenia Gravis A Record of Ex¬ 
periences at the Massachusetts General Hospital By Henrj’ 
R Viets, MD, and Robert S Schwab, MD, Assistant 
Clinical Professor of Neurology Harvard Medical School, 
Boston Clotli $7 Pp 143, wath illustrations Charles C 
Thomas, Publisher, 301-327 E Lawrence Ave, Spnngfield 
111, Blackw ell Scientific Pubhcahons, Ltd , 24 25 Broad St, 
Oxford, England, Ryerson Press, 299 Queen St, W , Toronto 
2B, Cinada, 1960 

A monograph on so uncommon a disease as 
myasthenia gravis is well justified bv tlie authors 
expenence with over 500 pahents wth this disorder 
seen at the Massachusetts General Hospital, 139 of 


whom hav'e been subjected to thymectomy On the 
basis of this imique expenence, the authors have 
outlmed the mdicabons for thymectomy m myasthe¬ 
nia gravis, the prognosis foUowmg operahon, and 
surgical procedures wbicb have reduced the’mor¬ 
tality m the authors’ series almost to zero The 
monograph is much more comprehensive than is 
indicated by its title It includes a general review 
of the historical background, current tlieones re- 
gardmg neuromuscular transmission of the nerve 
impulse, as well as presumed funcbons of the 
thymus In addibon to the four chapters by the 
authors, the book includes such chapters as ‘Ta- 
thology of the thymus gland” by Benjamin Castle- 
man, ‘ Radiologic features of myasthenia gravis” by 
Laurence L Robbins, “Technic of thymectomy' 
by Richard H Sweet, and ‘Anesthesia for thy¬ 
mectomy” by James L Vanderveen 

Because of the rarity of myasthenia grains and 
our Ignorance of the funcbon of the thymus, this 
book will probably be of little interest to the general 
physician However, its perusal by anyone under- 
takmg the management of a pabent with the dis¬ 
ease, particularly to determine the mdicabons for 
surgery and the management of the pabent during 
this cnhcal period should be mandatory As the 
authors clearly demonstrate, in pabents harboring 
a thymoma “m almost all cases, whether operated 
upon, treated by roentgen ray, or by drug therapy, 
the prognosis is almost mevitably bad ’ On the 
other hand, ‘removal of tlie thymus gland in tlie 
most favorable group of pabents, namely, in the 
females under 30 years of age, cames a 65% chance 
of provokmg a remission of long duration and good 
quahty ” 

Arthub Grollman, M D , Ph D 

Modem Practice in Crown and Bridge Prosfhodontics By 
John F Johnston, D D S , F A C D , Professor and Chairman, 
Department of Crown and Bridge and Partial Denture 
Prosthodonbcs, Ralph W Phillips, AB, MS, FACD, 
Professor and Chairman, Department of Dental Matenals, 
and Roland W Dykema, D D S Associate Professor, Crown 
and Bndge Prosthodonbcs, Indiana University School of 
Denhsbry, Indianapohs Cloth $12 Pp 420 watli 385 illus- 
trabons W B Saunders Company, 218 W Washington Sq , 
Philadelplua 5, 7 Grape St, Shaftesbury Ave, London, 
W C 2, England, 1960 

This book IS concerned with the construction of 
croxvns to rebuild teeth and fixed partial dentures 
to replace missing teeth It is comprehensive but 
not encyclopedic m scope and presents basic 
knowledge and accepted techniques in a manner 
which will enable the neophj'te student or achve 
prachhoner of denhsbry to assimilate and apply 
clmically The pnnt is easily read and there are 
excellent descriphve photographs and demon¬ 
strations of many pracbcal crow'n and bridge 
techniques which make them clear and easily 
reproducible There are mstruchons for specific 
instruments and the vanety of matenals to be used 
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for this special phase of dentistry, with the labora¬ 
tory techniques involved in their fabrication 
There is an ej^ellent sectjou covering replace¬ 
ments of one or more missmg teeth, with multiple 
diagnoses for the number and distribution of abut¬ 
ment teetli for the fixed bridges The planning and 
proper construction of partial dentures is also 
considered The authors have stressed three funda¬ 
mentals, fit, form, and function, in their fixed 
bridge construction ivhich tends to emphasize their 
general approach to dentistrj^ The heavy stress on 
diagnosis and complete planning for the patient is 
an extremely valuable asset to any practitioners 
approach m the techniques for restoring the mouth 
under ideal conditions and with the alterations that 
must foDow destruction of bone and soft tissue 
The authors wisely point out tlie need for a good 
dentist-patient relationship which is so necessary 
to making a dental reconstruction of this sort most 
successful If tliere is a weak phase to this text I 
would say that it was only in the reproduction of 
the roentgenograms This book belongs in every 
dental librarj' 

Leonard M Nevins, D D S , M S D 


Methods of Biochemical Analysis Volumes VII and VIII 
Edited by David Click, Professor of Physiological Chemistry, 
University of Minnesota, Minneapolis Clotli $9 50, $10 Pp 
353, 400, with illustrations Interscience Publishers, Inc, 250 
Fifth Ave, New York 1, Interscience Publishers, Ltd , 88/90 
Chancery Lane, London, W C 2, England, 1959, 1960 


This senes is a collection of methods and tech- 
‘ques for assaying substances of biological im¬ 
portance The general method of presentation in 
this as in the other volumes entails a discussion of 
background and early work, isolation of material 
from tissues and fluids, evaluation of methods, and 
details of recommended procedures The author of 
each chapter is given great freedom in the manner 
of presenting his material to avoid a stereotyped 
senes of chapters Volume 7 contains chapters on 
immunoelectrophoretic analysis, analysis of basic 
nitrogenous compounds of toxicological importance, 
spectrophotometry of translucent biological ma¬ 
terials, determination of inositol, ethanolamme, and 
serine in lipids, the assay of lipoprotein lipase, de¬ 
termination of creatinine and related guamdimum 
compounds, the determination of ethyl alcohol m 
blood and tissues, and determination of heparin In 
volume 8 are discussions of procedures for fatty 
acid determinations by gas-liquid chromatography, 
for luciferin and luciferase, for enzymic analysis of 
steroid hormones, for certain aspects of acidic poly¬ 
saccharides from tissues, for neuraminic acids, tor 
porphyrins in biological materials, and for in vitro 
frog skin assay of agents that darken and lighten 
melanocytes In addition, there is a chapter on 
the measurement of energy with use of micro- 


calorimetry 


Walter Wolman, Ph D 


Medical Physics Volume III Editor Otto Glasser, Ph D 
Professor of Bio^iysics Frank E Bunts Educahonal Insh- 
tate Clevel^d Cloth, $25 Pp 754, ivith illustrations Year 
Book Publishers, Inc, 200 E Illinois St, Chk&gd 11, 1960“ 


Like the hvo precedmg volumes which were pub- 
hsiied m 1944 and 1950, this one consists of a senes 
of arhcles in alphabetical order accordmg to sub¬ 
ject, from ‘Absorption” and "Accelerators” to "Vi¬ 
sion” and "Weighing” Each article is a coherent. 
complete treatment of a subject rather than a brief 
definition Words that do not in themselves merit 
a long article can be located m the subject mdex 
and can thus be found either explicitly defined or 
else used m context that provides helpful onenta- 
tion A classified table of contents enables the read¬ 
er to locate all articles relating to a given major 
subject, such as anesthesia, biometry, chromato¬ 
graphy, electronics, gynecology, heart, isotopes, 
mechanics, nuclear pliysics, space medicine, speech, 
surgery, and ultrasound 

The discussion is practically always concrete and 
precise, and the care with which the occasional 
mathematical material has been set up deserves the 
gratitude of all serious students There is a wealth 
of illustrations The list of contnbutors mcludes the 
names of some of the most ongmal and productive 
mvestigators now working to advance the frontiers 
of medical science The first volume was an exciting 
performance, a pioneer work unique in medical 
literature This third volume can hardly have the 
same air of novelty, but it maintains the same high 
standards, is full of the nexvest matenal, and must 
be considered an essential refeience work m any 
medical librar^f 

Frederic T Jung, Ph D, M D 


Atlas of Clinical Patliology of the Oral Mucous Membrane 
A Practical Approach to Diagnosis By Balint J Orban, M D, 
D D S, Professor of Penodontics, Loyola University School of 
Dentistry, Chicago, and Frank M Wentz, D D S, MS, 
Ph D, Professor of Penodontics, Loyola Umversity School of 
Denbstry, and contnbutors Second edition Cloth $1450 
Pp 148, witli 234 illustrations C V Mosby Company, 3207 
Washmgton Blvd, St Louis 3, Henry Kimpton, 134 Great 
Portland St, London, W 1, England, I960 

The second edition of this concise atlas of clinical 
pathology of the oral mucous membranes incor¬ 
porates a number of new comments and illustra¬ 
tions which are useful for quick reference in clinical 
practice As in the first edition, the oral diseases are 
summarized briefly under clinical features, course 
of the disease, differential diagnosis etiology, fre¬ 
quency, and therapy Each disease is illustrated by 
d color picture, and this, in turn, is folloxved by 
histopathologic descriptions (photographic as well 
as written) of the lesions Without in any way at- 
temptmg to compete with the more detailed 
cations in the field, this book should be invaluable 
for the otolaryngologist, dermatologist, internist, 
general practitioner, and dentist 

NoahD Fabricant, MD 



Vol 174, No 1 


•7 


QU^TJONS AND ANSWERS 


POLIOMYELITIS VACCINATION 

To THE Editor —One of our local physicians is giv¬ 
ing a fifth injection of poliomyelitis vaccine My 
patients are questioning me about the advis¬ 
ability of this What does the National Founda¬ 
tion recommend? 

M D , South Carolina 

Answer —Booster injections should be given be¬ 
fore each poliomyelihs season in high-nsk groups 
(preschool children) and to all at unusual nsk 
(people in epidemic areas and pregnant women) 
Thus, after the basic series of three injections, the 
number of boosters is a function of the risk to the 
individual 

LYMPHOCYTIC LEUKEMIA 

To THE Editor —A 24-year-old man is suffering 
from acute lymphocytic leukemia In the last 
year he has had several remissions and relapses 
He had the usual conservative treatment with 
mercaptopurine and dexamethasone, but in the 
last two months hts condition has deteriorated, 
in spite of increased doses of both drugs Al¬ 
though hematologically the patient’s illness is 
progressing, he clinically still appears well and 
has lost no weight Is there any new effective 
medicine or vaccine one could give him? 

M D, Calcutta 

Answer— If antifohc acid agents have not been 
used, 5 mg of amethoptenn should be given daily 
Treatment with mercaptopunne should be discon¬ 
tinued when benefit (nse in hematocrit value and 
platelet level and decrease in hepatosplenomegaly 
and adenopathy) is observed While resistance to 
this drug also mfers cross-resistance to 6-chloro- 
punne, this is seldom the case ivith the antifohc 
acid agents If a good response follows therapy 
with ametliopterm, one may obtain remissions on 
readministration of mercaptopunne A new agent, 
vmcaleukoblastine—currently under intensive clmi- 
cal investigation—may also be effective m doses 
of 10 mg daily for tliree days The infusion of 
large amounts of fresh blood from patients with 
compatible blood groups who have chrome granu- 
locjtic leukemia may also cause temporar}' remis¬ 
sions in patients with acute lymphocytic leukemia 
who are refractory to antimetabolites 

The aiuuers here published ha\e been prepared bj competent au- 
Inonties The> do not however represent the opinions of any medical 
or other organization unless specifican> so stated in the repl> Anon}- 
mous communications cannot be ansuered E>-er5 letter-most contain 
the N\'nter s name and address but these Mall be omitted on request 


CYTOLOGIC TEST 

To THE Editor —What further diagnostic and/or 
therapeutic procedures are indicated in a 45- 
year-old woman with a positive Papanicolaou 
vaginal smear? The patient has no clinical symp¬ 
toms or signs indicating a possible malignancy 
except several nabothian follicles about the ex¬ 
ternal cervical os 

M D, New York 

Answer —A 45-year-old woman with positive 
Papanicolaou smears and no clmical signs and 
symptoms indicatmg a possible malignancy should 
first have a four-point biopsy of the cervix and a 
biopsy of the endocervix to rule out caremoma 
m situ or early mvasive carcinoma of the cervix 
At the same time a Novak biopsy specimen of the 
endometrium and endocervix could be obtamed to 
rule out possible endometrial or endocervical 
lesions If the site of “positive cytology’ is ascer- 
tamed, then definitive treatment should be given, 
depending on whether the lesion is in situ or in¬ 
vasive 

If these diagnostic tests are negative, Papani¬ 
colaou smears should be repeated If cytologic 
evidence is agam positive, the patient should be 
admitted to hospital for conization of the cervix 
and dilation and curettage The cone should be an 
adequate one and should be studied by the 
topographic-histologic method outlined by Foote 
and Stewart If an m situ lesion is found, the patient 
should have a total hysterectomy with removal of 
15 to 2 0 cm of vaginal cuff If the lesion is m- 
vasive, she should be treated by irradiation, radical 
surgery, or preoperative irradiation followed by 
radical hysterectomy 

PENICILLIN SENSITIVITY 

To THE Editor —Please send me detailed informa¬ 
tion concerning skin tests for penicillin sensi¬ 
tivity Please indicate the type of penicillin to be 
used and the recommended dosage for testing 
James G Makol, M D, 
North Miami Beach, Fla 

Answer —I should use 100,000 units af penicdlm 
G m 2 cc of isotonic sodium chloride solubon and 
inject 0 02 cc for an mtradermal test after makmg 
a scratch test with the same solubon If one finds a 
posibve reacbon, one should not give penicillm by 
mjeebon Anaphylactic reacbons to penicillm have 
occurred m persons with completely negabve skm 
tests 
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POSSIBLE ARSENIC POISONING 

To THE Editor -A man, hs wife, and three chil¬ 
dren were found to have albumin and traces of 
arsenic in their urines No arsenic was found tn 
blood or hair samples, or in the family’s milk and 
water supply An examiner from the county 
health department noted a pungent odor m the 
home when he went to investigate There was a 
gas space heater in a recreation room and a gas 
water heatei, but most of the house was heated 
by oil Despite this, the gas company checked the 
house for carbon monoxide and found more than 
a lethal dose The family moved out promptly 
and a new heating system was installed 
It was believed that the low concentiatwns of 
arsenic were not significant, and it was hoped 
that several weeks after the new furnace teas in¬ 
stalled the albumin would disappear from the 
urines It has not, and it is because of this that 
I write If was suggested that the blood and wine 
he examined for heavy metals, followed by ad- 
ministiation of edathamil calcium-disodwm or 
dimercaprol to mobilize excretion of heavy metal 
from bone deposits Would such a course further 
impair kidney function^ Do you know of cases 
of chronic kidney damage due to carbon mon¬ 
oxide poisoning or low concentrations of arsenic^ 
Do you have any suggestions for diagnosis oi 
treatment? 

Robert A Ullman, M D, Buffalo, N Y 

ANS^VER—I know of no cases of albuminuria oi 
other evidence of kidney damage due to carbon 
monoxide poisoning Carbon monoxide is not a 
protoplasmic poisoning and it is not cumulative In 
the cases described there is no evidence that any 
member of this family had clinical manifestations 
of carbon monoxide poisonmg Prolonged exposure, 
usually in mdustry, to arsenic dust or solid com- 
poimds manifests itself by its effect on tlie skin and 
mucous membianes This type of ex-posure would 
not cause albummuria Ingestion of heaiy doses 
may cause degenerative changes in the kidney Ex¬ 
posure to the gas, i e, arsme or hydrogen arsenide 
may cause the urine to have a coloi ranging from 
that of tea to that of Burgundy wine and to contain 
albumm and casts 

The diagnosis would require a complete study 
from the standpomt of mtemal medicine, urology, 
and an evaluation of the use of chemicals about 
the home and garden The treatment would de¬ 
pend on the diagnosis Let it be said, howevei, 
that extreme caution should be taken with tlie 
use of edathamil calcium-disodium in any person 
suspected of having kidney disease In the process 
of deleading with this drug the bonded complex 
IS excreted within five hours This imposes a 
severe burden on the renal tubules, and deatiis 
have occurred because of this Before edathamil is 
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used the renal status should be well evaluated The 
inquirer does not mdicate the existence of abnormal 
lead absorption or the source of arsenic The use of 
dimercaprol for the removal of arsenic should be 
delayed until the source of arsenic intake is de 
termined 


CONTRACEPTIVES 

To THE Editor —J How effective as contraceptives 
aie the condom, the diaphragm and spermicidal 
telly, the jelly or cream alone, and the progester¬ 
one type of pilP 2 What undesirable effects are 
produced by any of the above? 

Stanley C Greenfield, M D, Chicago, III 

Answer —According to a sample survey of 1,165 
white couples, residmg in seven large metropolitan 
areas of the United States, who were interviewed 
in 1957 about six months after tlie birth of their 
second child, couples usmg tlie condom as their 
method of contraception experienced a failure rate 
of 14 pregnancies pei 100 years of use The same 
late was experienced by couples usmg die dia¬ 
phragm Failure rates of this magnitude correspond 
to a reduction in the chance of conception at each 
copulation on the order of 96 per cent Perfectly 
consistent use of eidier method, \vidiout any omis¬ 
sions, would probably mcrease die level of contra¬ 
ceptive effectii'eness to an estimated 98 or 99 
per cent 

Wlule it IS generally assumed diat spermicidal 
jelly or cream alone is mtrmsically less effechve 
than the diaphragm with jelly or cream, no con¬ 
clusive statistical evidence is available on this 
pomt The injection of jelly or cream into the 
vagma is a much simpler procedure than the 
correct insertion of a diaphragm To the extent that 
simplicity is conducive to more consistent contra¬ 
ceptive practice, couples may derive better pro¬ 
tection from a simpler method than from a 
theoietically more effective teclmique that is less 
acceptable to them 

The effectiveness of noredqmodrel and related 
19-noi steroids m suppressmg ovulation and, there¬ 
by, preventmg conception, is almost 100 per cent if 
the tablets are taken accordmg to prescription 
No harmful side-effects are known to result from 
the use of the condom, a well-fitted diaphragm, 
jelly, 01 cream, except rare allergic reactions to 
rubber or various mgredients of die contraceptive 
products A significant proportion of women taking 
norediynodrel for purposes of contraception have 
complamed of disagreeable side-effects, such as 
nausea and vomiting, or have reported occasions 
breakthrough bleedmg or amenorrhea In a period 
of observation of up to four years, no harm 
effect of a serious or permanent nature has been 
demonstrated 
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LAUNDRY SANITATION 

To THE Editor —Please comment on (1) the effi¬ 
cacy of the average home tuashtng machine tn 
ridding clothes of pathogens and (2) the risk 
(from a communicable disease standpoint) in¬ 
volved tn the use of a community mashing 
machine or "laundromat ” 

M D, Massachusetts 

Answer —The efficacy of washing machines in 
ridding clothes of bacterial pathogens depends on 
mechanical washing action and an effective deter¬ 
gent Mechanical removal of micro-organisms is 
the primary factor in sambzmg laundry Under 
certain conditions, however, particularly if clothmg 
IS heavily contaminated, additional bacterial safe¬ 
guards are necessary in the form of heat or chemi¬ 
cal agents which will reduce residual contamina¬ 
tion (Crone Monthly Bull Ministry of Health 
and Pub Health Lab Service 17 167 [July] 1958, 
Jerram Monthly Bull Ministry of Health and Pub 
Health Lab Service 17 170 [July] 1958 Ridenour 
National Sanitation Foundation, School of Public 
Health, University of Michigan, Ann Arbor, 1952) 
Several studies have demonstrated that tempera¬ 
tures below 60 C ° cannot be depended on to kill 
all organisms of test strams of Escherichia cob. 
Staphylococcus aureus, and Mycobacterium tuber¬ 
culosis, and bacterial spores are known to be highly 
resistant to heat In community laundromats, wash 
cycle temperatures varied from 43 to 63 C ° m 
actual use, and rinse cycle temperatmes vari ed , 
from 37 to 40 C (Ridenour? National Sanitation 
FcuridatiOfl, School of Public Health, Univeisity of 
Michigan, Ann Arbor ) Many home washers that 
use modem detergents to clean s>'nthetic fabncs, 
must be operated with wash cycle temperatures 
well below that necessary for complete bacterial 
kill The addition of dilute solutions of chlorine 
or certain quaternary ammonium compounds to 
the final rmse cycle will reduce residual bacterio¬ 
logical contamination 

The vanables which may influence the degree 
of residual contamination thus include the initial 
degree of contamination, the type of washer used, 
wash action, detergent eflBciency, water tempera¬ 
ture, the addihon of chemical germicides, the t)q)e 
of organisms, the presence or absence of soil, and 
the pH of the water Another possible hazard is 
aenal contamination horn sorting of contaminated 
laundry prior to washing (Church and Loosh 
/ Infect Dts 93 65 [July-Aug ] 1953) 

Although there is no epidemiologic evidence to 
suggest that tlie community laundr)' is a significant 
factor m the transmission of communicable disease, 
the theoretical possibility exists It ought not be 
dismissed lightlj' by those concerned wtli the pub¬ 
lic health 


ASPIRIN AS AN ANTICOAGULANT 

To THE Editor —Is any information available on 
the action of aspirin as an anticoagulant? I am 
interested in its point of action, its reversibility, 
both by drug and by metabolization, the rela¬ 
tive dosage necessary to produce an anticoagu¬ 
lant effect, and the variability of response of 
certain persons to this drug with reference to 
anticoagulation ^ 

Philip G Hershberger, M D , Fort Wayne, Ind 

Answer —Significant hypoprothrombinemia, sim¬ 
ilar to that produced by therapeutic doses of bishj^- 
droxycoumarin, has been observed after admmis- 
tration of 6 to 10 Cm of salicylates daily With 
continued administration of salicylates, the pro¬ 
thrombin time tends to return to normal Since the 
dosage of salicylates necessary to produce a hypo¬ 
prothrombinemia that could prevent thrombosis 
IS high enough to give rise to toxic effects on the 
central nervous system and to a disturbance of the 
acid-base balance or of the electrolyte structure of 
the plasma, it would appear hazardous to use sali¬ 
cylates for the mduchon of therapeutic hypopro¬ 
thrombinemia 

Additional mformabon on the subject is provid¬ 
ed in “Sahcyhc Acid and Blood Coagulation” 
(7 A M A, Apnl 6, 1957, p 1314) and in the re¬ 
cent report by Quick and Clesceri, ‘Influence of 
Acetylsahcyhc Acid and Sahcylamide on the Coag¬ 
ulation of Blood” (7 Pharmacol Expert Therapy 
2an^l96Q,p 95)- 

MULTIPLE WARTS 

To the Editor —I have been giving an 11-year-old 
girl 50,000 units of vitamin A four times a day 
for multiple warts for six weeks She is much 
better, and some of the warts are gone Is this 
dosage coriect, and should I use anything else? 

Edmund AI Schmidt, M D, St Louts, Mo 

Answer —A dosage of 200,000 units of vitamm A 
a day is too much over an extended period for an 
11-year-old girl, 25,000 units a day would be ade¬ 
quate The results of ntamm A treatment of warts 
are at times gratifying but in many cases unreli¬ 
able The various treatments for verrucae probably 
depend on the powers of suggestions for tlieir 
occasional successes It has been shown, too, that 
most warts m children disappear spontaneously 
For a consideration of the treatment of warts, the 
following references may be consulted 

References 
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SCROFULA 

To Editor —A S-y ear-old girl has recut ring 
scrofula and chrome lymphademtis of the right 
side of her nech This began one year ago, and 
the glands were removed at that time Routine 
studies and guinea pig inoculations were made, 
and the final report showed chromogenic bac¬ 
teria In the interval, the patient was treated 
With isoniazid When this final report was re¬ 
ceived, the tieatment with tsontazid was discon¬ 
tinued A loentgenogram at this time showed a 
small calcified nodule in the chest and a puri¬ 
fied pwtein derivative (PPD) {intermediate 
strength) tuberculin test showed 15 mm of in¬ 
duration About this time the adenitis recurred 
with a peisistent discharge The glands were re¬ 
moved recently Is there any chance that the 
chromogenic bacteria would cause a calcified 
nodule in the chest and a positive tuberculin 
test? 

Robert B Tudor, M D, Bismatck, N D 
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m identificahon of these various organisms, it would 
seem best that the child be treated as though the 
disease were true tuberculosis resulting from Muco- 
bactenum tuberculosis 

LEFT-HANDEDNESS 

To THE Editor —Should efforts be made to prevent 
a child from being left handed? If so, what is the 
optimum age? 

M D, Illinois 

Answer —Children who are left handed should 
be permitted to remain left handed to write, eat, 
and do as they see fit No attempt should be made 
to alter this tendency Interference m this direc¬ 
tion may result m disastrous disturbances m speech, 
reading habits, visual motor, and other integrated 
patterns of the brain Every child should be per¬ 
mitted to follow his own internal cerebral circuitry, 
and no attempt should be made to alter what is 
natural 
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Answer —There is a broad spectrum of organ¬ 
isms, mostly mj^cobactena, which can cause gran¬ 
ulomatous disease m human beuigs A number of 
the mycobacteria otlier tlian the Mycobacterium 
tuberculosis cause puhnonar)' disease, and at least 
one group has been implicated in cervical lympha¬ 
denitis and scrofula These same organisms confer 
varying degrees of sensitivity to tubercuhn, and 
patients with these mfections may be shown to be 
tubercuhn-positive bv the usual testing metliods 

Identification of these other mycobacteria is rel¬ 
atively difficult, and knowledge concerning tlieir 
epidemiology and the diseases they may produce 
IS mcomplete Consequently, tliey are best referred 
to as "unclassified” or “anonymous” mycobactena 
Four groups have been recognized Group I m- 
cludes the "photochromogens,” which produce yel¬ 
low pigment only on exposure of the colomes to the 
hght One of tliese, the so-called "yellow-bacillus,” 
may be the cause of the scrofula described They 
could probably account for both a calcified pul¬ 
monary scar (though histoplasmosis should also be 
consideied) and the positive tubercuhn test Group 
II orgamsms are also chromogens, but they produce 
orange to red pigment even m the dark and are 
called “scotochromogens ” These are saprophytes 
and nonpathogemc to animals Group III are “non- 
photochromogenic,” and group IV includes rapidly 
growing organisms, which must be differenbated 
carefully from Nocardia 

In the case described there should be differen¬ 
tiation between chiomogenic organisms of groups 
I and II, for the latter are nonpatliogemc “contam¬ 
inants” and the former could be the cause for the 
observed disease and be susceptible to some of tlie 
drugs (mcluding isoniazid) available for the treat¬ 
ment of true tuberculosis Because of the difficulties 


WHIPLASH INJURY 

To THE Editor —1 have noticed in several patients 
with whiplash injuries a loss of hearing associ¬ 
ated with severe tinnitus What causes this? Can 
anything be done for it, oi is it a permanent 
condition? 

M D, Florida 

Answer —The symptoms mentioned are not only 
unusual but actually rare after a whiplash injury 
to tlie cervical portion of the spine To the present, 
no satisfactory etiological relationship has been 
established between an injury of this type and the 
symptoms described 

Among the possible explanations that have been 
consideied are (1) commotio labyrmtlii—involving 
a concomitant injury to the head, with physical 
damage to tlie inner ear, and (2) circulator)' 
changes m the internal auditory artery secondary 
to an injury to tlie vertebral artery in the neck 
"Reflex spasm,” a penpheral vasospasm in the 
branches of the vertebral-basilar system, secondary 
to an injury of the trunk, has been invoked by 
some to explain this senes of events Others have 
suggested tliat m tliose uncommon instances in 
wluch tlie internal auditory artery arises from the 
posterior inferior cerebellar artery, a local injury 
to one vertebral artery m the neck might dimmish 
tlie vascular supply tbrough the posterior inferior 
cerebellar circulabon to the corresponding inner 
ear These propositions have all found more critics 
than supporters, and it is more commonly held tliat 
die symptoms might have been present before the 
mjury in a mild tolerable form, and come more 
sharply into focus dunng the general distress which 
followed 
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GALLBLADDER COLIC 

To THE Editor —What ts generally considered to 
be the best drug for relieving gallbladder colic? 
Does meperidine hydrochloride tend to produce 
spasm in the biliary system at times? 

M D, Iowa 

Answer— For immediate relief of acute biliary 
colic, due to cholebthiasis or choledocholithiasis, 
amyl nitnte, glyceryl trinitrate, atropine, or one 
of the synthetic antispasmodics such as tncyclamol 
sulfate may be used to relieve spasm Use of anal¬ 
gesics to relieve pam is often necessary, and, when 
this is severe, use of either methadone hydrochlo¬ 
ride or morphine is indicated Meperidine may 
also be effective Accordmg to Drugs of Choice 
1960-1961, edited by Walter Modell, "m contrast 
to morplune, [meperidine] relaxes smooth muscle 
except that in the duodenum, the biliary tract (espe¬ 
cially the sphincter of Oddi), and the jejunum 
The intensity of the spasmogemc effect m the 
upper gastrointestinal tract is greater than that 
produced with codeine, but considerably less than 
that of morphine Constipation and alteration of 
bowel habits are less frequent with [meperidine] 
than with morphme Typical attacks of biliary 
colic may be precipitated with [meperidine], but 
these can be regularly (although briefly) relieved 
by the mhalation of amyl nitnte [Meperidine], 
like morphme, produces relief of biliarv colic by 
its central effects ” 

MEDICAL ASPECTS OF 
RELIGIOUS DIETARY LAW 

To THE Editor —In The Journal, May 21, page 
323, ill the reply to the question on the medical 
aspects of religious dietary laws, the references 
given omitted one of the most authoritative re¬ 
cent books on the subject—Jakobovits’ "‘Jewish 
Medical Ethics" (New York, Philosophical Li¬ 
brary, Inc, I960J 

Samuel J Zakon, M D 
1 N Pulaski Rd 
Chicago 24 


To the Editor —In the answer given to the query 
concerning the medical aspects of religious diet¬ 
ary law, the writer states that ‘most authors seem 
to agree that these dietary restrictions were based 
primarily on a sound program of preventive 
medicine," that ‘‘blood and other ‘unfit’ foods 
deteriorate rapidly in hot climates and unsani¬ 
tary surroundings,” and that “Pork may have 
been the cause of much sickness onor to estab¬ 
lishment of the dietary laws, on the basis of 
either spoilage in a very hot climate or parasitic 
infestation ” 

There ts strong evidence in the Old Testament 
that such dietary restrictions were entirely ritual¬ 
istic and had no medical basts Deut 14 21 says, 
“Ye shall not eat of anything that dieth of itself 
thou shalt give it unto the stranger that is in thy 
gates, that he may eat it, or thou mayest sell it 
unto an alien for thou art an holy peovle unto 
the LORD thy God" It should not be inferred 
that the Jews recommended injuring their guests 
and other aliens by giving them spoiled or in¬ 
fected food, the last phrase points to the ritual¬ 
istic basis of the injunction Ezek 414 says, 
“Then said I, ‘Ah Lord God' behold, my soul 
hath not been polluted for from my youth up 
even till now have I not eaten of that which 
dieth of itself,^or is torn in pieces, neither came 
there abominable flesh into my mouthC Lev 
22 8 says, “That which dieth of itself, or is torn 
with beasts, he shall not eat to defile himself 
therewith 1 am the LORD ” Lev 1715 says, 
‘And every soul that eateth that winch died of 
itself, or that which was torn with beasts, whether 
It be one of your own country, or a stranger, he 
shall both wash his clothes, and bathe himself in 
water, and be unclean until the even then shall 
he be clean ” Here no distinction is made be¬ 
tween the stranger and the local inhabitant, but 
it IS not likely that, had the promulgators of these 
restrictions been motivated by hygienic con¬ 
siderations, they would have believed that wash¬ 
ing clothes and bathing could counteract food 
jioisoning 

Ernest B Zeisler, M D 

179 E Lake Shore Dr 

Chicago 11 


To the Editor —Whoever wrote the answer to the 
question on the medical asjiects of religious 
dietary law should be reminded of my prefatory 
book on the subject, entitled, ‘Religious Doctrine 
and Medical Practice,” (Springfield, III, Charles 
C Thomas, Publisher, 1958) With complete im¬ 
modesty, I believe it should have been included 
in the references given 


Richard Thomas Barton, M D 
9730 Wilshire Bhd 
Beverly Hills, Cal 





To the Editor —In the main, the answer to the 
question on the medical aspects of religious 
dietary law was correct and enlightened, but I 
would like to take issue with one statement, viz, 
but orthodox Jewish children have been known 
to develop calcium deficiency as a result of being 
denied milk or dairy products until six hours 
after eating meat ” 

It IS possible that orthodox Jewish children (or 
children of other faiths for that matter) could 
calcium deficiency for lack of milk or 
f[jc4pl^^;j^ucts in homes of loiv economic stand- 

Rcllg LfDpQPf 

Cl, G, Dcdicfd 
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ards, blit how a sn-hour watt between meals 
could couse o colciuui defictcucy js heyond toy 
compiehenswn 

Aaron Davis, M D 
126 Rtigar St 
PJattsbutgh,N Y 

The last two comments were referred to tlie 
consultant who answered the original question, and 
his replies follow —Ed 

To THE Editor —In answer to the Illinois physi¬ 
cian, let it be stated that niij reply to the original 
query was foimidated with the benefit of modern 
medical knowledge The scientific principles on 
which the Jewish dietanj laws were founded cer¬ 
tainly were not entirely understood in their day 
Each of the four biblical passages cited in this 
physicians letter includes an admonition against 
eating anything that “dieth of itself” Undet con¬ 
ditions of extreme heat, without refrigeiation oi 
adequate sanitation, can there be doubts regaid- 
ing the wisdom of avoiding the ingestion of 
animals in varying stages of decomposition'^ 
Likewise, in view of then incomplete knowledge 
of the pathogenesis of food poisoning, was it 
unreasonable for these puests to have suggested 
measures of personal cleanliness in an effort to 
prevent some of the known sequelae of eating 
stagnant meai^ The interrelationship of iituahsm 
and the health laws was commented on in the 
original answer and would not seem to requite 
additional mention 

I wish to thank the physician fiom New Yoik 
for his kind comment regarding the medical as¬ 
pects of leligious dietary law He is correct in 
doubting that a simple sn-hour lack of milk or 
dairy products could lead to a clinical calcium 
deficiency Our statement had teference only to 
limited situations involving primarily meat diets, 
unavailability of milk and dairy pioducts, or 
both, coupled with a stiict adherence to the 
dietary laws 

TYPHOID IMMUNIZATION 

To THE Editor -In the May 7 issue of The Jour- 
NAE, among the questions addressed to the 
editor, there were two mqumes legarding 
typhoid immunization, one before going to 
Europe and a second relating to dosage of the 
vaccine for children In their replies, both ie- 
sponders either overlooked or ignored the intia- 
cutaneous method of admimstiation which I 
introduced in 1931 At that time we demonstrated 
that the intracutaneous iiqecfion of thee doses 
(01 ml, 015 ml, and 0 2 ml) of typhoid vaccine 
into adults produced antibodies in concentrations 
equal to that which followed subcutaneous or 
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intramuscular administration, with the added 
advantage of the almost complete absence of 
constitutional reactions and minimal local real 
tions 

These experiences were verified by me m later 
studies published m 1940, in which it was shown 
that a single booster dose of 01 ml given intra- 
cutaneously into pteoiously immunized persons 
produced adequate antibody response In the 
light of this evidence, the intracutaneous method 
of prophylactic immunization has been used by 
me and many others for typhoid immunization 
We have, for example, used it with slight modifi¬ 
cation m dosage for many years to immunize 
technicians and medical students at Temple 
Medical Center From time to time the antibody 
concentrations ptoduced by the intracutaneous 
injections have been compared with those pro¬ 
duced by the subcutaneous injections Such 
studies have shown that the antibody resjionse 
following intracutaneous injection was equal to 
that following subcutaneous injections 

Despite this evidence of the value of the mtra- 
cutaneous method of administration of typhoid 
vaccine, it has not found wide acceptance among 
jvactitioneis, piobabhj because of a lack of 
knowledge about the method and its advantages 
As a consequence, many patients have been sub¬ 
jected to the induction of constitutional reactions 
after the older subcutaneous method, which 
could have been avoided by the use of the intra¬ 
cutaneous route Many physicians do not seem 
to know that a single booster dose given every 
three years is all that is necessary to restimulatc 
the antibody lesjionse This is particularly line 
in children who are about to go to camp It is 
not necessary to give them three doses each year 
(as some physicians have done) since this not 
only subjects the child to unnecessanj injections 
hut also makes them more suscejitible to dis¬ 
comforting reactions 

My own practice is to give childien about to go 
to camp three doses of tyjjhoid and paratyjihoid 
vaccine (005 ml, 01 ml, and 01 ml), a week 
apart, as the initial course and to give them a 
booster dose every thee years of either 0 05 ml 
or 01 ml, depending on the age of the child 
The dose foi oldei diildren is 0 05 ml, 01 ml, 
and 01 ml, at weekly intervals, with 01 ml as 
a booster dose The dose for children under the 
flge of 5 years should be 0 025 ml, 0 05 ml, and 
005 ml If a booster dose is necessary in the 
lattei group, 0 025 ml is all that is necessary I 
am certain that if these procedures were fol¬ 
lowed, satisfactory immunization would result 
with a minimum of reaction 

Louts Tuft, M D 

1530 Locust St 

Philadelphia 2 
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Chlorothiazide m Hyiiertensive Patients —This study was de- 
signed to investigite whether effects of chlorothiazide m 
hypertensive patients result from some specific antihyper- 
tensivc action or from saluresis and diuresis Hypertensive 
patients, maintained on a 2 Gm sodium diet were given 
chlorothiazide either 500 mg intravenously, 10 mg/kilo 
b 1 d orally for 1 day, or 10 mg/kilo bid for 3 days The 
single intravenous dose and 1 day s oral treatment decreased 
plasma volume transiently but did not reduce irtenal pres¬ 
sure Three day s oral treatment resulted in progressive 
decline of plasma volume and body weight and increase in 
hematocrit Supine artenal pressure decreased insignificantly, 
but orthostatic hypotension developed w'hich W'as maximum 
on die 3rd day when plasma volume decrease was greatest 
Results suggest dial early antihypertensive effects of chloro 
tluazide are due to ohgemia resulting from negative sodium 
and water balances 

Hemagglutination in Hepatic Disease —The need for a spe¬ 
cific test for viral hepatitis prompted the search for hemag¬ 
glutinins m die serums of patients with the disease Tlie 
serums of 67 of 95 patients m the acute phase of hepatitis 
contained hemagglutinins in significant titers The serums 
of 10 of 108 patients vvidi chronic hepatic disease and of 
none of 79 patients with obstructive or hemolytic jaundice 
contained hemagglutinins Hemagglubmns appeared early 
m die course of viral hepatitis, and in volunteers they were 
present at times before any other evidence of disease Al- 
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though the appearance of hemagglubnuii was intimately 
associated with the acquisibon of hepabbs, tliere was in¬ 
sufficient evidence to relate the reacbon directly to hepabbs 
virus The test was, however, shown to be valuable m tbe 
differenbil diagnosis of jaundice 

Sporadic Hemophilia-Altliougli it is generally accepted 
that hemophilia can anse de novo, i e, by mutabon, proof 
for this assumphon is lacking Certain observ-ibons, never¬ 
theless, strongly support the probability of mutabon The 
appearance of hemophiha m a famdy with no known cases 
in earlier generabons despite numerous male members, such 
as IS presented, suggests tins possibility The occurrence 
of a hemophilic state m a girl wath a negabve family history 
can also be best explained by mutabon Further suggesbve 
evidence is the fatfly constant incidence of hemophilia even 
though a disease transmitted as a sev-hnked recessive should 
die out by dilubon Because hemopluha vera is about 5 
times more frequent than hemopluha B, it appears that it 
has a distinctly higher mutabon rate than the latter disease 

Vanation of Staphvlococcus (Micrococcus Pyogenes)—A 
strain of Staphylococcus had a complex dissociabve pattern 
akin to that of pneumococcus and Caffkya tetragena Yellovv 
mucoid, smooth and rough colonies appeared on seeding 
aged broth cultures of an aureus strain on agar Wlute 
(albus), buff, translucent, and "small’ colony forms also 
appeared M, s, and R forms of aureus, albus, and buff coca 
were avirulent for mice and rabbits Variant forms of aureus 
and albus slowly acquired a degree of resistance to penicillm 
dunng growth m pemcillm-broth Evidently the kmd of 
microbic dissociabon observed bad no beanng on virulence, 
or on the acquisibon of resistance to pemciUm The albus 
form was a vanant of the aureus Reversion of albus to 
aureus took place indirectly 

Acute Infectious Arthnbs—This report descnbmg 19 cises 
illustrates a sustamed incidence of acute infecbous artlinhs 
parbcularly in elderly and chronically ill persons Predispos¬ 
ing cause for the development of pyarthrosis included the 
existence of simultaneous sepbc foci, mtra-arbcular and 
systemic steroid therapy, preexisbng chrome joint disease, 
ind exposure to hospital-type environments laden vvath 
significant staphylococcal populahons Atypical responses to 
mfeebon in tlie older age groups interfered wath early 
diagnosis Wlule roentgenograms were of little diagnosbc 
help, jomt paracentesis wadi adequate exammabon of the 
synovaal fluid, including white cell volume and sugar deter- 
minahons, aided considerably m establishing a diagnosis 
Treatment was varied and depended upon the causative 
organism and the extent of joint involvement Resistant 
staphylococcal infections were found most difficult to treat 
by any regimen, but vancomycin favorably altered the in¬ 
fection m an extensively mvolved joint 

Cyclophosphamide —Cyclophosphamide (Cytoxan), a recently 
syaithesized, nomesicant, alkylabng agent, was evaluated as 
to effecbve dosage schedules and routes of admmistrabon 
m patients vvath vanous inoperable mabgnancies The dosage 
and frequency of admmistrabon were governed by the 
ocurrence and seventy of tlie resulbng kucopema A daily 
dose of 2 — 3 mg/kg was usually well tolerated and was, in 
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a few patients, preceded by a single loading dose of approxi¬ 
mately 100 mg/kg intravenously Therapy was continued 
until Uimor progression signaled drug failure Intramuscular, 
intrapleural, and intrapentoneal injection showed no ad- 
vantage over tlie intravenous or oral routes Anorexia and/or 
nausea occurred m every patient Of the 25 patients treated 
for longer tlnn 2 weeks, leucopenia occurred in 17, a 
transient alopecia in 6, and definite tumor regression in 8 


Antliracosihcosis —There is frequently i discrepancy in 
antliracosilicosis between the degree of x-ray changes and 
tlie degree of clinical disability This is because the disability 
IS closely related to the degree of pulmonary' emphysema 
present and tlie resultant ventilatory insufficiency These 
are more reliably ei'ahi.ited by physiological tests of lung 
function Non-tubercuIosis cavitation caused by ischemic 
necrosis was found in 36 of 1690 miners These cases art 
charactenzed by the appearance of cavitition associated 
W'lth areas of conglomerate fibrosis Copious amounts of 
black sputum are expectorated and the clinical course is 
benign In antliracosihcosis the x-ray may on occ.ision not 
demonstnte die classical diagnostic features In such cases 
an intercostal lung biopsy may establish die diagnosis This 
can be done under local uicsthesn and is associated with 
a minimum morbidity 

Renal Residuals of Acute Epidemic Hemorrhagic Fever — 
Renal function W'as exunmed in persons who had recovered 
from acute severe epidemic hemorrhagic fever (EHF) in Ko¬ 
rea 3 or more years previously, because, from the seventy and 
character of die renal injury in patients dying from extra- 
renal effects of die acute disease, it was thought that renal 
residuals might be anticipated A follow-up record surx’cy 
of an extensive and carefully controlled sample and an 
intensive study of a small group of selected cases was at¬ 
tempted Tlie results indicated a significant increase in 
incidence of renal disease in persons apparently recox'cred 
from acute EHF 


Adams-Slokes Syndrome —A study was made of the cllects 
of oral use of digoxm and die intravenous administration of 
lanatoside C on 10 patients who were knoum to liave Adams- 
Stokes seizures during normal sinus rhydim and transient 
heart block Digitalis glycosides w'ere found to augment die 
carotid sinus cardio-inhibitory mechanism, sometimes causing 
marked sloxving of the atrial as well as of die ventricular 
rate, or somebmes causing a paradoxical conversion of heart 
block, when present, to normal sinus rhythm In all of die 
pabents studied, die admmistrahon of digitalis glycosides 
resvilted m ventncular asystole or slowing of the ventncles 
widi the development of Adams-Stokes seizures Attempts to 
estabhsh a fixed complete heart block with these drugs were 
unsuccessful Isoproterenol hydrochloticlc (Isuprel) xvas 
found to abolish readily the depressive action of digitalis 
glycosides upon the sinus and atnoventncular pacemakers 
of the heart 


lome Aspects of the Epidemiology of Gout -Gouty arthrihs 
, generally considered to be a disease of die white male, 
mt a sbidy of 74 consecubve cases revealed that 19 w'ere 
emales and 44 xvere Negroes The clinical feahires m die 
emale pabents did not differ from those in males m regard 
o age at onset, joints affected, frequency of tophaceous 
leposits, x-ray changes, finding of elevated senim urate 
lontent, or response to dierapy Of die 19 females, 4 had 
mset of dieir gouty arthnbs prior to the menopause The 
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proporbon of Negro to white pabents in diis senes was 
found to match die general hospital population from which 
these cases were draxvn, no clinical differences were de¬ 
tectable between die 2 races It was concluded that the diag¬ 
nosis of gout must be considered in both men and uomen 
as w'ell as m white and Negro patients 

Neck-Thigh Ratios of I Activity —The present study was 
undertaken in an attempt to devise a simplified, rapid, and 
inex-pensix'c mediod of determination of thyroid activity 
w'hilc preserving die accuracy of other more complicated 
methods The patients were given a tracer dose of radio¬ 
active idoinc (I and, after 2 hours, counts were made 
W’lth a Gciger-Mueller tube over die neck and mid-diigh 
A ratio hetw'een these 2 counts w'as made, and any ratio 
over 11 was considered in the hyperthyroid range The 
results were compared with 24-hour uptake studies and 
72-hour protein-bound I studies A total of 240 studies 
W’ere made wadi all 3 tests being carried out in each patient 
Tlie neck-thigh ratios and the 24-hour uptake studies were 
correct in almost 95% of the cases, which was a higher 
level of accuracy than die radioactive protein bound iodine 
(PBI’“') study On the basis of these 240 studies, the 
audiors feel that diis method enjoj’s a marked advantage 
of technical simplicity and rapid determination of results 
xvithout saenfiemg die accuracy of more complicated methods 
requmng more expensive equipment 


Permanence of Tetanus Antitoxin —In a senes of 500 chil¬ 
dren md adults, it w.is showai that tetanus antitoxin titers 
stimulated by the injection of alcohol-refined tetanus toxoid 
persist for at least 5 years at a level considerably in excess 
of the presumed minimal protective titer Multiple courses 
of toxoid, or a pnmary course followed by booster injections, 
increase die bkehhood of such persistence In another senes of 
human volunteers, it was demonstrated diat even a very small 
intracutaneous injection of toxoid was an adequate stimulus, 
even though primary immunization may have taken place 20 
years previously The implications of these findings in rela¬ 
tion to the prevention of lockjaw are discussed 
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First Names m Psychotherapy-The success of 
rapy may be jeopardized by many factors These 
itroduced by the patient, but may on occasion be 
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die unconscious contnbuhon of the psychotherapist The to locahze and scratch the imtabon as early as 2 months old, 

practice of addressing adult patients m psychotherapy by whereas normals did not acquire this abihty until 18 months 

their first names is explored, and speculabve reasons for this old Atopies lag behmd normals m maturabon of defenses 

phenomenon are advanced These mclude the need of the agamst mild imtation, but learn earher how to locahze and 

therapist to feel superior to the pabent, his need to minimize scratch the imtant ^ ,^,,1 , 


JjS iHoea. ^erapeub^ com^ 

mitment-all results of die dierapist s anxiety and feehngs of 
madequacy The hmitabons of the ' friendship” approach arc 
delineated, and the danger of encouraging regression by 
using the adult pahent’s first name is pointed out Although 
it IS conceivable that the use of an adult pabent s first name 
may be warranted in some instances, die psychodierapist 
(and perhaps all physicians) should first ascertain that he 
has an unequivocally vahd reason for addressmg the pabent 
in this manner 

Psychotherapist’s Contribution—There is accumulabng im- 
pressionishc evidence that the personality and atbtude of 
the therapist contnbute markedly to therapeubc success or 
failure in psychotherapy Freud s formulabon of the counter- 
transference stresses those aspects of the therapist’s per- 
sonahty which impede die therapeubc process, the posibve 
aspects of the therapist's contnbubon, how'ever, have re¬ 
mained largely imphcit m psychoanalybe theory It is 
hypothesized that the therapist’s contnbubon is both per¬ 
sonal and technical, that the personal elements facilitate a 
correcbve emobonal expenenee (Alexander), but that tech- 
mcal skill IS needed to deepen and consohdate the emobonal 
learning expenenee Evpenmental data are presented to 
illusbate that m a quasi-therapeubc situabon therapists 
responding to a sound film of an imbal psychiatnc interview 
are affected by the pabent’s atbtude, the therapists emo- 
bonal reacbons, m turn, color his dngnosbe and prognoshc 
formuhbons, his treatment planmng, and die emotional tone 
of his commumcahons to die pabent 

Neurosis in the Family —Tlie study is based on 14 members 
of a family tree comprising four generahons Their prevail- 
mg pathology is of the obsessive-compulsive type due to 
contagious patterns of interacbon spreadmg horizontally and 
vcrhcally along genealogical pathways Gamers of contagion 
are not ill-defined nosological enbbes but are 30 opera- 
bonallj defined inteipersonal attitudes Focusing on such 
atUtudes 2 contrashng patterns emerge (1) liomonymic 
contagion, e g, prevaihng obsessive compulsive pathology 
(2) heteronymic contagion, e g , psychosis ehcibng neurotic 
or psychosomabc disorders Tlus is illustrated by 3 more 
family histones The study suggests 4 basic proposihons of 
psychiatric epidemiology (1) The elementary units m men¬ 
tal contagion are sick interpersonal attitudes, not mental 
illnesses (2) Suscepbbility increases widi durabon of ex¬ 
posure, it decreases widi die age at which exposure oc¬ 
curred (3) Spread along genealogical pathways may be 
facilitated b) hereditary factors (4) Tlie archaic quahty of 
most sick attitudes increases dieir contagious potenbal 

Tickle in Atopic Dermatitis —People s reacbons to mild im¬ 
tabon w ere ehcited by stroking die forehead with cotton for 
tuo minutes This bckle test was performed on 364 persons 
wadiout dermatibs, and on 146 atopic dermabbs pabents 
ranging in age from infants to adults In die dermabbs 
group die stunulus was perceived as more imtatmg, and 
adaptaUon to it developed more slowlj than in the normals 
In die normals, adaptabon progressively increased in age 
from 4 on Adaptabon did jiot begin m atopies bll 5, and 
did not tend to increase wath age But atopic mfants learned 


Electrodes for Recording of Skm Potenbal—Ph>siC3l and 
physiological measurements were made of 5 types of elec¬ 
trodes currently used m psychophysiological research The 
following types of electrodes were tested silver-silver chlo- 
nde sponge, silver-silver chlonde disc, chlondized Grass 
EEG, lead disc, and zmc-zinc chlonde disc The properbes 
of an ideal electrode were defined In terms of low' mtnnsic 
bias potenbal, stabihty, and pracbcaht>, the silver-siher 
chlonde sponge electrode was found to approximate these 
properbes most closely An addibonal factor, vanabihty of 
skm contact potenbal, was found to be significant but w'as 
not a funebon of electrode type The properbes of electrode 
systems are discussed m relabon to methodological problems 
in the determmabon of both absolute levels and relabve 
changes in level of skin potenbal 

Nature of Auditory Hallucmabons in Schizophrenia —A 
systematic phenomenological mvesbgabon of 10 hospitalized 
schizophrenic pabents was undertaken m order to determine 
the psychlogical meaning and funebon of the symptom of 
auditory hallucmabons Tape recordmgs of the pabents’ ow'n 
desenpbons of their hallucinatory expenences served as the 
raw data of the mvesbgabon An examinabon of this data 
suggested that hallucmabons developed when there was loss 
of an object relabonsbip, and that the hallucinatory ev- 
penence subsbtuted for this lost object relabonsbip Although 
enheal voices w'ere present, tlie hallucinitory expenenee 
was perceived by the pabents to be, in the mam, pleasurable 
and beneficial As such, we could not confirm the concept 
that auditory hallucmabons are predormnantly hosble in con¬ 
tent and relate pnmanly to the super-ego 

Chemosurgery and Basal Ganglia m Parkinsonism —In an 
effort to assess the effects of chemosurgery m Parlonsons 
disease on certam aspects of personality, the Rorschach test 
was administered to 51 pabents before, mimediatel> after 
surgery, and m a long-range follow-up evaluabon Im¬ 
mediately postoperabvely, a generalized dimimshment m 
produebvity and losses m perceptual accuracy W'ere found 
Of parhcular interest was a sigmficant decrease in tlie 
pnmiUvely based responses In the long-range situabon, 
some trends remained m the direcbon of dinumshed general 
reacbvity and hmitabon m perceptual accuracy Of more 
significance was a tendency for increased emobonal expan¬ 
sion reflected pnmanly m the nght bram group Botli 
physiological and psychological factors appeared to be 
operaUng m this instance 

Autonomic Teshng in Epilephc Disorders—Methachohne 
and epmephrme, 2 compounds used m autonomic nervous 
system tesbng, often sUmulate anxiety attacks or other 
symptoms m psychiatnc pabents To determine whether or 
not teshng of epilepbc pabents would acbvate EEG abnor- 
mahty, aurae or seizures, EEG examinabon and tesbng were 
done concomitantly on 10 pabents wath vanous types of 
epilepsy, on 3 psychiatnc pabents wath abnormal EEG s and 
on four psychiatnc pabents wath nonnal EEG s Autonomic 
tesbng depressed EEG abnormahty and failed to acbvate 
aurae or seizures However, m the epilepbc pabents, when 
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somatic symptoms of emotional stress (tension, headache, 
fatigue) were present, diey were shmulated by eitlier 
methachohne or epinephnne as in tlie psychiatric patients 
Autonomic teshng may, therefore, be useful in differentiabng 
between hysterical and epileptogenic symptoms, although it 
IS, apparently, not an adequate stress for activating epilepto¬ 
genic activity 

Phantom Patncidc —In a documentary case study the author 
has illustrated the successful resolubon of tlie patncidal- 
homosevual conflict tlirough the use of individual and e\- 
penenbal group psychotherapy The cure of homosexuality 
and the prevenhon of patncide have become more complex 
for the psychiatnst m todays less repressive society With 
tlie hberahon of women, male-female roles m tlie family arc 
often reversed and the son’s masculine identificahon be¬ 
comes confused The archaic patncida! drive is close to the 
surface and may be linked witli overt or covert liomosexual 
symptomatology Phantom patncide-one means of acbng 
out tills problem—probably occurs more frequently during 
intensive psychotlierapy tlian is recognized or reported Its 
ex-pression can be safely encouraged by the sensihve use of 
expenenhal group tlierapy w'ltli its multiple transferences 


Arterenol and Epinephnne Excretion m Delirium Tremens 
—Dunng dehnum tremens and allied condibons patients 
always display cardiovascular symptoms in addibon to emo- 
bonal tension Since tlie catecholamine excrebon may be 
altered by alcohol intake as well as by psychical factors it 
was of interest to invesbgate catecholamine excrebon in die 
menboned syndromes In 68 cases of addichon widi acute 
syndromes a significant (p<0,01-0,001) increase of both 
arterenol and epinephnne was found fluonmetncally in 24- 
hour unne excrebon In several cases the total excrebon ex¬ 
ceeded 100 fig/24 hour Witli sedabon normal values were 
reached after 3-9 days The excrebon was not related to die 
presence of alcohol in the blood Often die muscular 
acbvity was low The most pronounced psychical tension 
and die cardiovascular symptoms coincided widi the penod 
of high catecholamine excretion This is probably a result 
of central sympatliehc shmulabon 


Confusion of Identity and Schizophrenia m Twins —Mono- 
zygobc twins have higher concordance rates for schizophre¬ 
nia dian dizygobc bvms, a finding cited as evidence of 
■genetic ebology of schizophrenia Recendy it was hypothe¬ 
sized diat die difference in concordance rates could be ex¬ 
plained by greater confusion of ego-idenhty in monozygotic 
twnns, such confusion having ebological significance for 
schizophrenia The hypothesis leads to these predicbons 
Monozygotic bvms should have lugher incidence as well as 
concordance rates regarding schizophrenia Dizygobc bvms 
should have higher incidence rates for schizophrenia tiian 
non-bvms Monozygobc bvms should have psychiatric ill¬ 
nesses more frequently than non-bvms The sbidies of 
schizophrenic bvms by Luxenburger and Essen-Moller were 
compared with esbmates of the frequency of monozygobc 
and dizygotic bvms in Germany and Sweden The predic¬ 
tions were not supported Other psychological hypodieses, 
like “idenbflcation”, could not be ruled out 


)ffice Therapy of Psychosomatic Disorders -Tlie office of 
•very physician is not merely a geographic locale but com- 
inses Ins tnple role as a kindly protector, respected scient« , 
md semi-nnestly purveyor of magic knowledge and skill 
n these images, the therapist (from the Greek root meaning 


to serve ) cures (from the Lahn, meaning “to care for") 
his pabent s psychosomabc disorders (a meretncious tautol¬ 
ogy, since all dis-eases affect total behavior and are thereby 
psychosomabc”) through potent comhinabons of fnendship, 
science and faith The essenfaal ingredients m all medical 
treatment, then, are (I) the warm, personal acceptance of 
each pabent, no matter how intelligent, as a hurt, hurting, 
and fnghtened child seeking parental comfort, (2) the 
ubhzabon of every available means to relieve his soraabc 
and psychological distress, and (3) help in regammg and 
maintaining his confidence in himself, his trust m his fellow 
man, and m whatever praebcable philosophical and religious 
beliefs are essenbal to his equanimity 


Acta paediatnca, Uppsala, Sweden 


49 217-328 (May) 1960 Partial Index 


On^et nnd Prognosis of Acute Vascular Purpura in Children 

G Sterky nnd A Thden p 217 

Bilirubin in Infants Given Menadione Derivatives or Vitamin K 
H Dvggve p 230 

•Prognosis in Diabetes with Onset before Age Two 

O Imerslund p 243 

Hemobdio Disease of Newborn Duo to ABO Incompatibility 

H Dyggve and G Munk-Andersen p 249 

Uruiaiy Eacretion of Ammo Acids by Premature Infants 
D O Bnen nnd others p 258 

•Asthmatic S>anptoms m First Year of Life 
P Selander p 265 


Prognosis in Diabetes with Onset Before Age 2 —In order to 
obtain information on the prognosis of diabehe pahents 
w'lth very early onset, die autiior invesbgated the case ma 
teml of the Joslin Clinic, Boston, from 1922, when msuLn 
was first used, to die end of 1956 Onset occurred before 
age 2 in 118 (or 3 1%) of 3,847 juvenile diabebcs beated 
dunng diis penod In 1956 25 of die 118 could not be 
traced, 73 were alive," and 20 were dead Seven of the 
deadis had occurred before die pabent reached die age of 
5 years infeebons such as pneumonia, tuberculosis, whoop¬ 
ing cough, obbs, nnd enceplialibs caused 7 deaths, and 
coma caused 6 deaths Only 3 pahents died of degenerative 
vascular (renal and/or cardiac) compheabons Among the 
pahents who survived, the incidence of degenerabve vascular 
compheabons before ages 30 to 34 W'as less dian in otlier 
juvemle diabetics from die same clime with later onset 
(bebveen 2 and 15 years) Rehnopadiy was discovered in 
10% of daose w'ho had had diabetes for from 10 to 14 
years, in 23% of those who had had it from 15 to 19 >ears, 
m 68% of diose who had had it for from 20 to 24 years, and 
m 100% of those who had had it for over 30 years Seven 
are knoxvn to have become blind as a result of rebnibs 
Proteinuna was not discovered before age 18, and hyper¬ 
tension not before age 20 Signs of neuropadiy developed in 
5 patients, but not before 18 years of age Epilepsy without 
relabon to hypoglycemia was found in 7 pahents Signs of 
nephropathy, not related to odier diseases, and roentgeno- 
logically demonstrable signs of calcificabon of the arteries 
were not found before die diabetes had persisted for 17 
yeais It is suggested that some pathogenebc factors may 
develop at the age of puberty 


islhmabc Symptoms in First Year of Life -Tlie author feels 
hat if recurrent attacks of dyspnea, which are primarily 
•xpiratory and are attended by wheezing and a short dry 
MUgh are defined as asthma, then the disease occurs in very 
loang children He reviewed the records of 1092 children 
inder 15 who were hospitalized xvith asthmabc symptoms 
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In 47% of these children asthmatic symptoms had developed 
before they were one year old, and m 87% before they 
were 5 years old Of the children in whom asthmabc symp¬ 
toms appeared before age 7, the majonty (63%) were boys, 
but after the age of 7 years the incidence of asthma de- 
lelopment was equal m girls and boys Eighty per cent of 
those m whom asthma had developed during mfancy were 
found to be free from it when they were exammed between 
6 and 11 years of age An acute infection could be demon¬ 
strated m the ma)onty of infants with asthmatic symptoms, 
and the season of the first occurrence of asthmatic symptoms 
coincided wath that of acute respiratory mfecbons Inquiries 
regarding hereditary predisposibon to asthma and eczema, 
conhnued asthmabc symptoms, occurrence of astlima and 
hay fever, and incidence of upper respiratory mfecbons were 
made in 3 groups of children now 6 to 11 years old, who 
dunng their first year of life had been hospitahzed either 
for asthmabc symptoms, for genuine asthma, or for acute 
dyspepsia It was found tliat the group w’ltli asthmabc symp¬ 
toms were intermediate bebveen the odier 2 groups with 
regard to hereditary predisposibon for asthma and eczema 
and the nsk of developing eczema or hay fever The tend¬ 
ency to develop genuine bronchial asthma was hkewise 
greater in these pabents 

Am Journal of Obstetrics & Gynecology, St Louis 

79 1041-1248 (June) 1960 Parhal Index 

•Mononmniotic Tnmds 

C H Tafcen and others P 1078 

•Monoamniotic Turns Surviving Infants 

Q L Green and others P 1082 

Malignancy of the Trophoblast Following Abdominal Pregnancy 

R L Jackson P 1085 

Monoammotic Twins —The hterature reveals that the very 
high mortality in monoamniobc twins is primarily due to 

-ths lack oLa,garbbQning ipepibjan^ beE'ieeH ill? ^ 

This predisposes to knotbng and mteitwming of the cords 
w’lth the resultant anona to one or botli fetuses The 2 
theones of fomiahon of such bvins generally go under the 
name of pnmihve duality and pnmibve unity The former 
theory suggests that there are onginally bvo amnions, but 
somewhere dunng fetal life tlie parbhon bebveen tliem is 
broken down creating a single ammobc sac The pnmibve 
unity theory maintains that, dunng embryonic develoiiment, 
the 2 blastodermic vesicles meet and join and are enveloped 
by 1 amnion Three addibonal cases of monoamniobc 
b\uns are reported, 2 of these resulted in double survival 
The authors feel that many cases of monoamniobc bvms 
are missed because tliey are not looked for and tliat the 
problems presented at dehvery are formidable and must be 
recognized immediately if fetal salvage is to be improaed 
The 2 cases in which both infants survived represent the 
; 14tli and 15th cases reported m the Amencan hterature of 
; double survival of monoammobc buns 

Monoamniobc Twins Suniving Infants—Of 109 cases of 
monoammobc b\ ins collected from the w orld hterature, botli 
j bims survived in onl> 17 cases In tlie 3I-year-old woman 
j, whose case is described in this paper examinabon revealed 
a single placenta watli 2 umbihcal cords bed in a simple 
true knot at their point of ongin from the placenta There 
,, was 1 amnion and 1 chonon Botli infants were ahve and 
^ well 6 weeks after dehverj 


Amencan Journal of Pathology, Cincinnati 
36 623-756 (June) 1960 Parbal Index 

Histochemical Reactions in Gastrointestinal Carcinoid Tumors 


R D Lillie and G G Glenner P 

Production of Bronchial Carcinomai m Mice 

O Gates and S Warren P 6^3 

•Fatal BruceUosis and Heart Disease 

T M Peeiy and L F Belter P 673 

Imolutmg and Scarred Emboli m Kidneys of Infants 

J L Emery and M S Macdonald p 713 


Fatal Brucellosis and Heart Disease —TTie authors collected 
from the hterature cases purported to be mstances of fatal 
brucellosis Added to these are a number of previously 
unpubhshed cases from several sources Of a total of 145 
cases 86 are disregarded because either the diagnosis of 
brucellosis was uncertain or death seemed to have been 
caused by a disease otlier than brucellosis The diagnosis of 
brucellosis was estabhshed by culture m 44 of the 59 cases 
analyzed in this report, in the other 15 cases reported as fatal 
brucellosis the diagnosis was based on a serum agglubnadon 
bter of 1 500 or above It was found that the usual cause 
of death dunng brucellosis is endocardibs, in some mstances 
myocardibs and pencardibs are evident Brucellar endo¬ 
cardibs IS essenhally a chronic disease, with a greater tend¬ 
ency toward fibrosis, hyahmzabon, and caleificabon than is 
usually noted m endocardibs caused by other bactena 
Because of these features, most pabents die from valve de¬ 
formity and congesbve heart failure rather than from sepsis 
or embohsm The disease cluefly affects the aorbc valve 
A prevalence m males is probably attnbutable to the fact 
that senous brucellar cardiac lesions are usuaUy a result 
of recurreni occupabonal exposures, as in farmers, meat 
packers, and vetennanans The disease tends to occur in 
middle life Lesions resemblmg Aschoff bodies are common¬ 
ly found in the myocardium in fatal brucellosis The ob- 
servabon of chronic valvular heart disease and Aschoff 
bodies m fatal mfecbons due to Brucella makes it imperabve 
thaf rSieumab’c "fever he re^waluafedt - Rheumabc t gigr^ 
may well be a syndrome including several diseases havmg 
febnle episodes and a tendency to involve the joints and 
the heart 

Amencan Joumal of Public Health, New York 

50 767-926 (June) 1960 Parbal Index 


•Spread of Lw'ing Attenuated Strains of Polioviruses in Two 

Communities—H M Gelfaod and others p 767 

Ser\'ice to Discharged Hospital Patients Through Local Health 

Departments—W L Flemmg and others p 779 

Incidence of Coagulase-Fositne Staphylococci in a Normal 

Population—S J MiUian and others p 791 

Methodolog>' for Dietary Studies m Epidemiological Survejs 

C M Young and M F Tnilson p 803 

•Epidemiological Study of PoIiom>elitis m Northern Israel 

1950-1956—0 LeNy and W Falk p 843 


Spread of Living, Attenuated Strains of Poliovirus—The 
possibihty that extensive, though mcomplete, vaccmabon of 
the populabon with hve-virus vaccme may simulate natural 
infecbon and raise a barrier to the spread of wild poho- 
viruses was studied m 2 groups of famihes m 2 lower 
economic commumbes m Louisiana. Livmg, attenuated polio¬ 
virus type 3 (Sabm vaccine) was administered orally to 
ill children m group 1, whde a placebo matenal was fed 
to the children m group 2 Prehmmary serologic study 
had demonstrated lack of widespread natural immumty to 
this t>'pe of virus m both groups Exammabon of frequent, 
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roufane fecal specimens, from all children dunng 7 consecu- 
bve weeks showed tliat although pnmary infection of 
susceptible children was largely successful, only 58% of 
tile placebo-fed famihes, 39% of susceptible contact chil¬ 
dren, and 19% of the immune contact children were af¬ 
fected Many concurrent wild enterovirus infections were 
also detected The failure of die vaccine strain to infect a 
larger proportion of dhe contact children was attributed 
partly to viral interference and partly to a lower degree of 
infechousness m the vaccine as compared ivith wild poho- 
virurscs 

Epidemiological Study of Poliomyelitis-A significant nse 
in the incidence of poliomyelitis occurred in Israel dunng 
the latter part of 1949, and from 1950 to 1956 the disease 
diere remained epidemic The outstanding charactenstics of 
this disease were a quick spread throughout the country, 
limitation of the affected group to infants and to children 
under 14 years of age, predominant incidence among the 
higher social strata of European ongm, and a seasonal 
distnbution similar to that of dysentery As most of tlie 
immigrants entenng Israel dunng the first 3 years after 
tlie establishment of tlie state had been exposed to infection 
m their onginal countnes, and as the migration of most 
Palestinian Arabs beyond the borders of Israel had elim¬ 
inated contact witli tliose left behind, tlic condihons ap¬ 
parently were not appropnatc for an outbreak Two factors 
may explain tlie change from endemic to epidemic poho- 
myelibs (1) Mass immigrabon into tlie country put into 
close contact a large group of immigrants whose way of 
life permitted the perpetuation and continuous presence of 
the pohovinis among tliem, and a smaller group of immi¬ 
grants who were immune to the disease and whose children 
had not been exposed to tlie mfechon (2) There appears 
to be some evidence that a new poliovirus strain was intro¬ 
duced into Israel by tlie immigrants The increasing number 
of poliomyelitis cases among the Arab populabon after tlie 
period of prtvenbve isolation was terminated suggests tlic 
presence of a strain different from tliat which was present 
among them before the establishment of the Israel state 


British Journal of Surgery, Bristol 

47 457-584 (March) 1960 Partial Index 


Surperv of the EsophflRus 

H Ogilvie 

P 

457 

Excision of Major Duct System of Breast 

J Hadficid 

P 

472 

D'veiticular Disease of the Colon 

D B Brown and W F ToomC} 

P 

485 

Rupture of Pancreatic Cysts 

W H Hanna 

P 

495 

•Hiatus Hernia and Gastrointestinal Bleedinfi 

P Nfarchand 

P 

515 


Hiatus Hernia and Gastrointestinal Bleeding The author 
reports on 55 men and 83 women with luatus hernia who 
were admitted to the Johannesburg. General Hospital in 
South Africa Of the 138 pabents, 104 had shding hernias 
and 34 had rolling hernias, and 37 ( 27%) of tlie 138 pa¬ 
tients bled at some stage of tlie disease Of these 37 pabents, 
7 were admitted to hospital with unexplained anemia, 
11 had had mild hemorrhage at some stage of tlie disease, 
and 19 had massive overt gastrointesbnal bleeding on 
admission Most pabents with massive hemorrhages or se¬ 
vere anemia had large rolling hennas All massive hemor¬ 
rhages and severe anemia not caused by duodenal ulcers 


were due to ulceration of the mucosa xvithin the herniated 
stomachs Esophagitis has caused only mild bleeding The 
possible factors responsible for gastnc ulceration within 
the hernia have been discussed Incarceration of the hernia 
IS usual and it is beheved that autodigestion by trapped 
gastnc enzymes is the main cause Traumabzation by the 
constncting edges of the liiatus may be responsible for 
ciiscrete ulcerabon A plea is made for considenng the possi¬ 
bility of an incarcerated rolhng hernia m any case of un¬ 
explained gastrointestinal hemorrhage Tlie diagnosis can 
usually be established by means of penetrahng postero- 
antenor and lateral roentgenograms of the chest A 'Tilind” 
parbal gastrectomy should never be performed for hemor¬ 
rhage unless the hiatus has been adequately explored A 
technique for reinforcing the hiatal limbs after a standard 
Allison repair of tlie hiatus is bnefly desenbed 

British Medical Journal, London 

1 1445-1520 (May 14) 1960 Parhal Index 


•Disinfection of tlie Hands 

E J L Low bury and H A Lilly p 1445 

•Smoking and Persomlity 

H J Evsenck and others p 1456 

•Sudnnophilic Diffuse Sclerosis Ictal Onset 
M Neivman and W H kfcMencmey p 1461 

Giant Follicle Ljanphoma of the Spleen 

R A HicWing p 1464 

PoI>Tnj ositis 

B 6 Barnard A M Banian and J H Robertson p 1473 

Inheritance of Essential Pentosuria 

P D Roberts p 1478 


Disinfection of the Hands —Viable bactena emerging 
through pinholes in surgical rubber gloves after they had 
been xvom for an hour were counted These counts were 
used as entena m a study of several methods of hand dis 
infection The mean viable counts from 5 subjects were 
approximately halved after 5 minutes’ surgical scrub wth 
soap and water When the 5-mmute scrub xsas used as a 
control it was found that viable counts were reduced usually 
to less than one-tenth by the inclusion of 5 mg of neomycin 
and 5 mg of bacitracin per gram of glove powder, by a 
3-minute nnse witli 70% alcohol, by a 3-minute nnse in 
70% alcohol containing 0 5% chlorhexidme, and by using 
hexachlorophene soap or phisohex for the scrub md for 
all ablutions dunng the week before the expenment, pkiso 
hex w'as dishnctlv supenor to hexachlorophene soap, and 
clilorliexidine m alcohol somewhat better than alcohol alone 
The regular use of hexachlorophene soap by nurses in 2 
accident w'ards and a bums imit was associated w'lth a mean 
reduction of about two-thirds in the counts of viable bactena 
and of presumptive Staphylococcus aureus in hand wash 
mgs The use of hexachlorophene dunng penods of duty 
only and of chlorhexidme hand cream 3 or 4 times a day 
was associated wuth much smaller reduebon The combined 
use of chlorhexidme cream xvith hexachlorophene soap for 
all abiuhons did not lead to any consistent improvement on 
die results obtained with hexachlorophene soap alone Sensi- 
hvity to hexachlorophene did not develop 

Smoking and Personality —The dieory that smoking causes 
lung cancer has received much support Tlie mvesbgabon 
reported here was earned out to test deduchons from an 
altemabve theory according to xvhich bodi smoking and 
lung cancer are symtoms of the same underlying factor 
related to genotypic differences between smokers and non- 
smokers It was hypothesized diat cigarette smokers would 
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be (1) more extroverted, (2) less rigid, and (3) more 
nenrobc than non-smokers An empmcal mveshgabon of 
2,360 male subjects, selected so as to confonn to a pre- 
determmed samphng scheme and stratified according to 
age, social class, and smoking habits strongly confirmed 
the 1st of these hypotheses, xxeakly confirmed the 2nd, and 
faded to confirm the 3rd Pipe smokers were found to be 
quite different from cigarette smokers from the pomt of 
view of personality, being the most introverted group 
studied On the whole the data confirm the view that geno- 
{yplO differences exist between smokers and non-smokers, 
and betiveen cigarette smokers and pipe smqkeis_ 

Sudanophilic Diffuse Sclerosis —The discovery of extensive 
disease m the vhite matter of the brain of a 45-year-old 
man who untd 6 ueeks before his death was a successful 
racing-car dnver is recorded m this paper He uas hospi¬ 
talized in deep coma He had appeared normal the previous 
evening, but had complamed of a headache that same 
mommg on xvakmg At first he was treated for possible 
barbiturate poisomng, and there was intermittent improve¬ 
ment, but dunng the 3rd week he became mconbnent and 
unco operibve It was tliought that he had a diffuse lesion, 
probably inflammatory, mxolvmg both hemispheres, other 
suggesbons w ere of tumor at the fund end of the 3rd ven- 
tncle or of basilar artery occlusion All attempts to define 
a locahzed tumor or vascular lesion proved negabve Five 
weeks after apoplecbc onset he had become inaccessible, 
with spasbc tetraplegia and bilateral papilledema wath 
hemorrhages He died a week later At autopsy the histo¬ 
logical exammahon of the brain showed diffuse, irregular 
cavitation of the white matter, with extensive patches of 
demyehnabon, sparmg the subcorbcal arcuate fibers The 
histological changes were those of sudanophiho diffuse 
sclerosis a condibon usually associated with a slowly pro¬ 
gressive chnical course 
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C Xaestel and J Eriksen p 44 
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H S\ane p 51 
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Traumabc Abesia of the Uterus —Tlie authors define trau- 
mabc abesia of the uterus as obhterabon of the utenne 
caiatj occumng most frequently after curettage The condi¬ 
bon has been designated also as utenne syneclua, traumabc 
menstrual insufficiencj, baumabc mba-utenne adhesions, 
and traumabc amenorrhea The authors renew observabons 
on 61 pabents in all of whom uterme abesia developed after 
curettage which had been earned out m 51 of them on 
account of postpartum meborrhagia, m 3 because of mcom- 
plete abortion, m 4 because of simple or therapeubc 
ahorbon, and m 3 because of hemorrhage from a non- 
pregnant uterus Traumabc abesia of tlie uterus is charac- 
tenzed pnmanly by amenorrhea or hipomenorrhea Some 
pabents expenence low abdominal pam of c>chc diaracter 
in some tlie mam complaint is stenhty Gynecologic exam¬ 
mahon frcquentlj rexeals no abnormality except that the 


uterus may be smaller than normal Venficahon of th* 
diagnosis requires hysterosalpmgography Treatment wath 
dilatahon accordmg to Hegars method, and as a rule, wath 
the mserbon of lammana, xvas undertaken m 29 pabents 
In only 5 pabents did the beatment result in normal or 
prachcally normal menstruabon Of 19 pabents xxho desired 
pregnancy, only 7 became pregnant wathm the penod of 
observabon Five of these pregnancies ran pathological 
courses The authors advise conservabxasm m beatment and 
emphasize the importance of prophylaxis, namely mehculous 
exammabon of the placenta and mtra-uterme palpabon m 
doubtful cases Within tlie first 2 months after dehveiy 
Leurettage should not be undertaken unhl other beatment 
has been attempted and then only wath great care 
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Hepabc Coma—Analysis of the records of 45 pabents wath 
hepabc coma showed that among 32 pabents protem load 
was the mam ebological factor (observed m 18 pabents) 
Hemorrhage from the upper digesbve bact was found m 5, 
and use of diuretics (acetazolamide and sodium chlonde) 
causmg retenbon of ammonium m 3 Of the aggravatmg 
factors, determmed in 22 cases, jaundice was the most fre¬ 
quent (18 pabents) The mam pathological factors causmg 
death were hemorrhage of the upper digesbve tract, cholemic 
nephrosis, and hver necrosis Two therapeubc methods had 
been used. In group 1, comprising 19 pabents (8 wath acute 
hepabbs and 11 wath cinhosis), the beatment consisted of 
measures to improve the pabents general condibon wath no 
restnehon m the admmisbabon of proteins Only 1 pafaent 
(with acute hepabbs) survived In group 2, compnsmg 26 
pabents (14 wath acute hepabbs and 12 xxath cirrhosis), 
the beatment mcluded a low protein regime and medicabon 
to counteract the excess of circulatmg ammonia Twelxe 
pabents xvere beated wath tebacyclme, ACTH, and corb- 
costeroids (especially cortisone), 4 pabents wath acute 
hepabbs recovered Eight pabents received tebacyclme 
alone, 1 wath hepabbs and 2 wath cirrhosis recovered Six 
pabents received ACTH, corticosteroids, and glutaimc acid, 
1 with hepabbs recoxered The axerage daily doses were 
100 mg of ACTH, 600 to 1200 mg of corbsone, and 1 Gm 
of tebacyclme Glutaimc acid xvas found to be beneficial 
only m doses ox er 45 Gm The mibal dose xvas 6 Gm duly 
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Aneurvsms of the Pericallosal Artery -The pericallosal artery 
IS the distal portion of tlie antenor cerebral artery The 
authors review observations on 14 patients mtli saccular 
aneurysm of the pencallosal artery, who were treated from 
1936 to 1958 in tlie Neurosurgical Department of the Fin- 
nisli Red Cross Hospital, Helsinki, wlien a total of 320 
pabents with intracranial arterial aneurysms were observed 
Tlie ages of the 14 patients ranged from 20 to 57 years, 
and tlierc were 5 women and 9 men Eight of the patients 
had had only 1 subarachnoid hemorrhage before admission, 

5 had had 2, and 1 had had 3 subarachnoid hemorrhages 
Seven patients were unconscious for periods ranging from 
a few minutes to 3 hours, 6 had mental deterioration after 
the attack, 4 had papilledema, and in 1 pabent the sense 
of smell was lost Pyramidal tract signs were observed in 10 
pabents They consisted of transient paresis of the leg, uni¬ 
lateral or bilateral Babinski’s sign, paresis of an arm, or 
cv^iressis'c aphasia Four pabents were free from neurological 
abnormalities Of 4 patients who received only conservative 
treatment, 2 were alive and w’ell 2 years after the first 
arachnoid hemorrhage Ten patients were treated surgieallv 
In 9 of them the neck of the antuiysm was ligated with 
linen tliread, or a silver clip was applied across tlie stalk 
of the sac In 1 patient the w’holc aneurysm was esbrpated 
Seven of tlie 10 pabents recovered completely, 1 was severely 
handicapped There wsas I operative death, probably caused 
by collagenous disease with cardiac ms'olvement Another 
surgically treated patient died 214 j'ears after an apparently 
successful operation, laresumably from a recurrence of sub¬ 
arachnoid hemorrhage 
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New Angiolytic m Surgical Treatment of Foot-The author 
has conducted clinical expenments witli bamethan sulfate 
(Vascuht [Pfizer]) in treahng vascular lesions and physio- 
pathological disorders of the foot, especially of the Sudeck’s 
osseous atropliy type Several cases are reported with de 
scnption of the treatment and evaluabon of results obtained 
in die management of different lesions of the foot It is 
concluded that vasodilating medicabon widi bamethan sul 
fate IS useful as a prevenbve measure whenever there is 
need for surgical intervention under unsatisfactory circula¬ 
tory condibons In the cases reported the adminisbation of 
bametlian sulfate, both preoperahvely and postoperabvely, 
had a beneficial influence on tlie pabents’ recovery in spite 
of unsabsfactory circulatory condrtions Bamethan sulfate 
may be administered eidier orally or parenterally Most of 
die pabents reported received 20 drops of this preparahon 
4 hmes a day 


Mmerva pediatnca, Turin 

12 507-552 (April 28) 1960 Parbal Index 


Chemopalhdectom> m Parkinson’s Disease —Cooper’s acci¬ 
dental discovery in 1953 of the cfficacv of ligabon of the 
anterior choroidal artery m patients with Parkinson’s disease 
was later developed into the ingenious stereotactic methods, 
chemopallidectomy and chemotiialamcctomy The autliors 
review obsen'ations on 118 pabents wnth Parkinson’s disease 
m whom they resorted to chemopallidectomy The alcohol 
solubon they injected w'ns mixed in most cases w'lth lophen- 
dylate (Pantopaque) m order to visualize the spread of the 
solubon A total of 136 procedures were carried out, 13 
pabents underwent bilateral procedures and 5 had 2 pro¬ 
cedures performed on the same side because of recurrence 
of symptoms The pabents have been followed for from 1 
to 26 months, 15 died Sbipor was common after chemo¬ 
pallidectomy Many pabents had to be tube-fed, fecal 
and urinary inconhnence was frequent Of the 43 pabents 
who show'ed severe depression of consciousness, 24 eventu¬ 
ally recovered to the preoperabve level of alertness, 11 
had permanent changes, and 8 died Paresis, parbcularly 
facial weakness, w'as common Of 25 jiabents who had 
monoplegia or hemiplegia after operation, 4 died, 5 retained 
permanent xveakness, and in the other 16 the weakness 
subsided The rate of complicahons xvas higher than that 
reported by Cooper and his co-workers Many of the pabents 
w'ho inibally obtained good results later returned, not be¬ 
cause of recurrence of tremor and rigidity, but because of 
disabling symptoms from tire untreated side Efforts were 
made to determine whether poor selection of pabents or 
poor placement of the needle could account for the poorer 
results Chemopallidectomy and chemotlialamectomy are 
promising procedures that offer help to patients rvith otlrer- 
wise hopeless disease, but there is evidence that in the 
majority of patients the improvement will persist for only 
a limited time 
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Neutralizing Antibodies for 3 Types of Poliovirus —The acl 
vantage of a 4tli dose of vaccine against poliomyehbs was 
studied in 26 children w'hose ages ranged from 3 to 12 years 
The level of neutralizing anbbodies was determined before 
starting the vaccinabon and also 25 to 30 days after each 
dose of Salk vaccine Pre-vaccination determinations per 
formed on 24 children show'ed that 11 (417%) had no 
proteebon against at le ist 1 type of poliovirus After the 1st 
inoculation 17 (73 9%) of tlie 23 children examined pre¬ 
sented a mild immunizing response After the 2nd injection 
the 18 children examined showed a sufficiently immunizing 
reachon to the 3 types of poliovirus Six months after the 
2nd inoculahon, or immediately before the 3rd, tliere was 
a decrease in die nnbbody titer as compared with those 
found 1 mondi after the second inoculabon and, in some 
children, the levels were even lower than tliosc at die 2 
prex'ious determinabons After die 3rd injection the 25 
children examined showed increased anbbody titer, reaching 
values of 1 64, except in 1 child After the 4th injection the 
13 children examined, including die one xvith insufficient 
anbbodies after 3 inoculations, showed considerable increase 
in anbbody level It is concluded (1) tiiat anbpoliomyelihs 
vaccinabon is necessary for children of all ages, since die 
natural immunity is insufficient against the less common 
types of virus, (2) diat vaccinabon should be considered 
complete only after 3 doses, (3) that decisive and durable 
immunization is obtained watb a 4th dose 
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The Heart in Asthmatic Patients 
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L Capocaccia and M Nuti P 1764 

Lack of Opacity of Gallbladder in Hepatic Curhosis —The 
modem therapeutic possibihhes apphcable to liver cirrhosis 
depend to a great extent on an early diagnosis The authors 
observed that in patients with hver cirrhosis who were sub¬ 
jected to oral cholecystography the gallbladder either was 
not visible or was scarcely visible even when the results of 
other hver function tests showed httle alteration, they 
therefore, adopted cholecystography as a routine procedure 
in all cases of suspected hepatic disease Twenty-three such 
cases are reported Opacity of the gallbladder was absent 
in 87% of the patients and mcomplete in the remaining 
13% The lack or insufficiency of gallbladder opacity is 
explamed by the fact that the iodized contrast media are 
absorbed and excreted through the hepatic tract, any in¬ 
sufficiency in tlie hepatic function results in a non-visualized 
gallbladder In the absence of any other definite cause for 
the lack of opacity a diagnosis of hver cirrhosis may 
be established in the pre-ascibc phase, because the non- 
visualizaUon is an expression of the hepatic parenchymal 
damage charactenshc of the disease This is considered to 
be a more sensitive lest and more hkely to yield an early 
diagnosis of liver cirrhosis than the other tests of hepatic 
function 
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Betatron Therapy of Gynecologic Carcinomas —The authors 
report on 347 women with gynecologic carcinomas who were 
treated xvith tlie 15 mev betatron at the Gynecologic Clmic 
of the University, Hamburg-Eppendorf, Germany, of these, 
187 were treated with ultrahard roentgen rays and 160 
were treated with accelerated electrons The treatment of 
choice for carcinoma of the vulva is irradiation xxith ac¬ 
celerated electrons Of 29 patients watli pnmary carcinoma 
of tlie vulva who were so treated, 20 (70%) were still 
all! e at least 1 } car after die termination of irradiation The 
depth dose distnbubon in betatron supervoltage therapy 
proved to be faxorable for treating xvith high doses those 
pahents watli pnmary carcinoma of the breast and its lym¬ 
phatic spread Vanous methods of irradiation, with stationary 
ports and moving beams, were developed for using ac¬ 
celerated electrons They fulfill tlie requirements for irradia¬ 
tion therapy when used alone, as welt as for preoperative 
and postoperabxe treatmenb The group of 187 pabents 
, belted witli ultraliard roentgen rays for carcinomas situated 
deep m the small pelvis consisted mamly of pabents wath 
i^fugcs 5 and 4 of carcinoma o| tlie utenne cerxxx and 
TOCnfFLifi'cpnKfal ejralf'f'taa, BU d of some pab ents with 


carcinoma of-ovanesand uterus -Due. to the relabvely high 
depth dose of the l5-mev-roentgen rays, even extensive 
caremomatous mfiltrabons in obese pabents can be ex^posed 
to high doses, without the risk of an overdose to healthy 
tissues Results obtamed m the 347 pabents beated with 
accelerated electrons and ultrahard roentgen rays suggest 
more sabsfactory effect on the tumor, better tolerance in 
the pabents, and less late damage, as compared with the 
results obtained m those beated by convenbonal methods 
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•Tumor Type Resectabibty and Cancer Cells m Blood 
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Pneumonectomy in Pulmonary Tubercidosis —The 75 pneu¬ 
monectomies reviewed were performed at the Chicago State 
Tuberculosis Samtanum dunng the 4% years ending July 1, 
1958 Pneumonectomy was advised if the pathological 
changes were so extensive or so disbibuted as to render 
the salvage of any lung bssue impossible or improbable and 
if the physiologic evaluahon mdicated that the pabent could 
withstand pneumonectomy The most common mdicabon for 
pneumonectomy was a desboyed or nearly destroyed lung, 
as evidenced by one or more of the following changes m 
such magnitude as to preclude any possibihty of savmg 
lung bssue cavitahon, bronchostenosis, caseous nodular dis¬ 
ease, bronchiectasis, and camified lung Pleural disease 
necessitated pneumonectomy if it was of such seventy that 
the underlymg lung could not be saved by decorbeabon or 
reseebon in any combinabon Six anhtuberculosis drugs 
were employed in vanous combmahons to bnng about tlie 
best possible conbol of the tuberculous mfeebon The pneu¬ 
monectomies were accompbshed for tlie most part through 
the bed of the resected 6tli nb There were 2 surgical 
deaths Postoperative empyema which reqmred open drain¬ 
age developed in 4 pabents, but m only 1 of these did a 
bronchopleural fistula develop Three of the 4 pabents vvatli 
empyema were from the group of 10 who had pleuro- 
pneumonectomies Seventy of tlie 75 pabents have been 
discharged from the samtanum Among tliese, there have 
been 4 pulmonary or tuberculous deaths One pabent has 
had a bactenologic relapse requinng rehospitalizabon Three 
pahents have died of unrelated causes, and tlie remamder 
have returned home, many to employment 

Proph> lactic Measures m Expenmental Tetanus—Serum 
sickness has been observed m 5% of all pahents who re¬ 
ceived tetanus anbtoxin prophylacbcallj at Henry Ford 
Hospital, Deboit, Mich, dunng the last 5 years \fany of 
these reacbons were senous This is a high morbidity from 
B biologic agent with queshonable effeebveness Many 
cliniciaiw hentafe fo give antito xin pro^hyl acLcally for a 
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dean wound and some use it only to avoid m6dieolegal 
ciitticulties The autliors evaluated relative effectiveness of 
tetanus anhtovm, die penicillih mextuYe, bicilhn, Cloipachn 
WeS 90, and debridement White mice and guinea pigs 
were inoculated with specially prepared viable tetanus 
spores Tetanus anbtoxm given m doses as great as 300 
units per kilogram of body weight immediately after spore 
moculahon failed to protect mice from fatal tetanus Guinea 
pigs were not protected from fatal tetanus by 200 units 
per kilogram given 12 hours after inoculation Tetanus 
was prevented in approximately 50% of the mice by 3,750 
units of antitoxin per kalogram given immediately after 
inoculation with tetanus spores A penicillin mixture, bicilhn, 
when gix'en immediately after spore inoculation m amounts 
of 15,000 units per kilogram protected 100% of the mice, 
however, larger doses of penicillin mixture did not prevent 
tetanus w-hen given 12 hours after spore inoculation Dc- 
bndement 12 hours after spore inoculation wais ineffective 
in preventing fatal tetanus when employed xvidi Clorpacbn 
irngahon, or Clorpacbn irrigation with 4,000 units of peni¬ 
cillin mixture per kilogram Tetanus is an infrequent com- 
pheabon of accidental xvounds probably not because of 
proph>lachc efforts but because w’oiind conditions irc 
seldom fax’orable for the development of tetanus 

Surgerj for Tetrnlog> of Fallot After Previous Anastomosis 
—In many pahents wath Fallot s tetralog>' w'ho have been 
benefited by a Blalock or Potts anastomosis, the syroiJtoms 
recur wath sufficient seventy to necessitate furdier surgery 
Tins IS a report of expenence wath open intracardnc repair 
in 29 pabents who previously had undergone an anastomotic 
operabon Although all patients had been diought to have 
had the tetralog>' of Fallot at the time of the onginal opera¬ 
bon, 2 proved at the bmc of intracardiac repair to have 
pulmonary stenosis, intact vcntncular sepbim, and atnal 
septal defect Of the 29 patients, 25 had had the Blalock 
type of anastomobc operabon and 4 had had die Potts 
type Three pabents had had 2 previous anastomobc oper- 
abons and 2 odier patients had also had closed infundibular 
reseebon performed by the Brock technique There were 4 
hospital deadis in the 27 eases wath tcbalogy of Fallot 
The operabve mortality in diis group compares favorablj 
with diat for all cases of tetralogy Of die 18 patients wath 
tetralogy of Fallot m whom shunts w'ere sbli funchoning at 
the bme of open intracardiac operation, 2 died All but 2 
of die 23 surviving pabents have an excellent symptomatic 
result to date The 2 patients have signs of residual or re¬ 
current sliimt at the venbacular level, aldiough they are 
svmptomabcally improved The audiors gamed die impres¬ 
sion diat the mam pulmonary artery and its branches arc 
somewhat larger in patients wath previously constructed 
anastomoses than they are m pabents wadi tetralogy of 
Fallot but widiout anastomosis This enlargement facilitates 
the operabon to some extent, but tlie intracardiac procedure 
IS not made easier by the presence of die anastomosis 

Tumor Type, Resectability, and Cancer Cells m Blood- 
The essenbal steps m the isolabon of tumor cell from the 
blood have been reported previously All pabents included 
m diis survey, which began m September 1957, had a bssue 
diagnosis of cancer The pabent_popnlation included cases 
of both" early an^late stages Blood specimens w'ere from 2 
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sources Blood obtained from an antecubital or other pennh 
eral vein was termed penpheral blood Blood specimens 
taken trom veins drainmg the tumor site at the tune of 
operabon were termed local blood specimens This report 
IS based upon an analysis of 981 specimens obtained from 
376 pahents The concludmg summary emphasizes the fol- 
lowang points (1) Cancer cells are detectable in the blood 
by a process which employs hemolysis by sbeptol>sin witli 
filtrahon through a milhpore filter (2) Of 285 patients, 
penpheral blood specimens were positive in 79 (29%)' 
Specimens from 16% of die resectable group were positive 
before operabon and specimens from 36% of the non 
resectable group were posibve (3) Results of local blood 
studies w-ere positive in 39 of 91 cases (43%) Specimens 
from 40% of the resectable group and from 56% of the non 
resectable group w'ere posibve (4) The highest incidences 
of positive specimens from pabents categorized by tumor 
type were observed in local blood of those with sarcoma, 
epidermoid cancer of the cervix, and epidermoid cancer of 
die head and neck In these latter 2 tumors, possible reh 
bonships betw’een neoplasbc embohzabon and the develop 
ment of hematogenous metastases have been presented 
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Once More the Tuberculin Numbers —For 35 years die per¬ 
cutaneous tuberculin test has been pracbced as part of the 
physical exammabon to which cluldren in kindergarten and 
school have been subjected in die rural-mdustnal disfnet of 
Grevenbroicli, Germany The bibercuhn register proved to 
be the best indicator of die incidence of infection The 
tuberculosis mortality decreased simultaneously xvith the de 
creased number of newdy diseased persons Improvements 
in the standard of living, increased civilizahon, hygiemt 
enlightment of all poiiulabon classes, and parbcularly cliemo 
therapy are the mam reasons Frequent recurrences, however, 
were responsible for the stability die total number of 
cases The risk of exposure hav ^ i'increased as a result of 
die fact diat die symptoms disappear rapidly m the course 
of chemodierapy and that die pabent leaves the sanatorium 
too early, and dius becomes an uncontrolled source of dis 
seminabon The trend of continuous postponenment of 
pnmary infecbon towards adolescence is unfavorable and 
makes it advisable to protect infants as well is cluldren 
dunng dieir last year of public school by BCG vaccination 
Active tuberculosis or typical calcificafaon foci Inv'e been 
rarely observed m children wadi simultaneous negabve 
results of bibercuhn tests In successfully vaccinated chil¬ 
dren, die bibercuhn test remained almost always posibve for 
10 years Repeated bibercuhn tests of non-vaccinated chil¬ 
dren and mass roentgenographic examinabons of adults arc 
die most miportant measures for deteebng infected persons 
A posibve bibercuhn test m yi^ung children is ^an absolute 
indication for treatment 
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Health Bill to White House . 

A M A Hails Live Polio Vaccine Okay 
Big Money Boost for NIH 
Democratic Committee Named 
Calls for Medical Statesmanship 


HEALTH BELL TO WHITE HOUSE 

A plan of federal-state medical aid for the aged 
Mas approved by Congress, and sent to the White 
House where President Eisenhower w<rs expected 
to sign the measure into hw 
As cleared by the House and Senate, the bill 
enerally followed the outhne of the plan voted on 
y the Senate—a voluntary system to provide more 
federal aid for states in their old age assistance 
plans for indigent oldsters and to provide a new 
category of medical aid for persons not on old age 
assistance, but ivho are not able to finance health 
care costs 

The final legislation ivas a compromise worked 
out by a conference committee of House and Senate 
members The conferees rejected some of the pro¬ 
visions of the Senate measure, includmg a contro¬ 
versial plan to permit federal matchmg grants to 
the states to be used to pay costs of tubeicular and 
mentally ill patients This would have added an 
extra $120 million annuallv to the cost of the over¬ 
all measure 

Arthur S Flemming Secretary' of Health, Edu¬ 
cation, and Welfare, said this provision was op¬ 
posed because most states already have adequate 
programs and are providmg free treabnent for 
these categones of diseases Thus, tlie provision 
would probably only result in the states financing 
the existing programs with federal mstead of state 
funds, with no expansion or improvement of the 
programs, said Flemming 
Estimated initial annual cost of the overall bill 
was $262 million, with the federal government 
putting up about $200 inilhon of this 
Tiie major controvers) came over a drive bx' 
some Democrats to tack a Social Security health 
provision onto the rest of the bill This was defeated 
in a kev 51 to 44 vote in the Senate, but Democratic 
presidenhal nominee. Sen John F Kennedy (D, 
Mass), said it would be a major campaign issue 
The final measure continued the exemption of 
self-employed physicians from the regular Social 
Security System The House bill called for compul¬ 
sory coverage of physicians but the Senate re¬ 
jected this 

The mam difference between the Senate bill and 
original House version was i proxasion of tlie Sen¬ 
ate bill beefing up federal contnbutions to existing 
old age assistance programs The House bill xvas 
aimed primanlv at the so called ‘medically mdi- 
gent persons not on public assistance The Senate 
bill contained both programs 
The conference committee also 
—Rejected a Sen ite proxasion that would have 
jienmtted men on Social Sccuntx' to retire at age 


62, insteid of 65, at a reduced annuity, similar to 
the pnvdege now accorded xvomen 

—Compromised a Senate provision to penmt 
refarees to earn more than $1,200 a year xxathout 
jeopardizing their full returement benefits The 
committee turned doxvn an $1,800 limit adopted bx 
the Senate and substituted a formula system per¬ 
mitting retirees to earn more mcome a vear on a 
slidmg scale of reduced benefits 

A major proxasion of the bdl xvould elimmate the 
age 50 requirement to be eligible for the Social 
Securitx' program for peiTnment and totallx' dis¬ 
abled persons 


A M A HAILS LIVE POLIO 
VACCINE OKAY 

An officer of the American Medical Association 
called ‘ most gratifying” the announcement by U S 
Surgeon General Leroy E Burney that tlie U S 
Public Health Service had approved the manufac¬ 
ture and use of live poliomyelitis vaccine 

Tins xx'iU be one more powerful xveapon against 
an ancient and cripplmg disease,” said Dr Julian 
P Price, Florence, S C , Chairman of the American 
Medical Association’s Board of Trustees 
Dr Price slid that American physicians hax'e, 
for a long time, been xvatchmg xxotli a great deal of 
mterest the development of this vaccme, and Im 
sure that they are happy now that final approval 
has been granted” 

Doctors,’ he continued, have conscientiously 
pushed immunization xvith the Salk vaccme and 
noxx', xx'ith the new vaccine, the profession is hope¬ 
ful that ex'en better results can be achieved ’ 

Dr Price also praised Dr Albert B Sabin and 
other workers m the polio vaccine field 

Dr Sabm s long and tedious xx'ork xvith the 
nexx'l) approx'ed vaccine has brought a rich gift 
from the scientific laboratory' that xvill benefit m m- 
kind ex'ervxx here ’ 

Dr Bumex' said no decision has been reached is 
to xx'hether the live x'lrus vaccme xx'ill be adminis¬ 
tered on 1 community' basis or on an mdividual 
basis He said he expects a meeting of pnx'ate phx - 
sicians and state and local health officers to be held 
m the fall to discuss the matter , 


BIG MONEY BOOST FOR NIH 

The National Institutes of Health, major medical 
reseirch branch of die government, xxas voted 
S560 milhon for its acfax'ities bv Congress this fisc<il 
veir, $160 million more than President Eisenhoxxer 
had requested 

The $560 million total appropriation xxas a com¬ 
promise betxxeen the $445 mdhon first approx ed 
bv the House and the $664 million approx ed bx' the 
Senate 

When Congress xoted a large increase in oiitlaxs 
for NIH list vear. President Eisenhoxxer signed the 
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ABSTRACTS FROM 

J use It only to avoid medicolegal 

difficulties The autliors evaluated relative effectiveness of 
tetanus anhtovin, tlic penicillin mutuYe, bicillm, Clorpactin 
CS 90, and debridement Wlute mice and guinea pigs 
were inoculated with specially prepared viable tetanus 
spores Tetanus anbtosin given in doses as great as 300 
units tier kilogram of body weight immediately after spore 
moculation failed to protect mice from fatal tetanus Guinea 
pigs M'ere not protected from fatal tetanus by 200 units 
per kilogram given 12 Jiours after inoculation Tetanus 
svas prevented in approximately 50% of the mice by 3,750 
units of antitoxin per kilogram given immediately after 
inoculation with tetanus spores A penicillin mixture, bicilhn, 
xx'hen gix'en immediately after spore inoculation m amounts 
of 15,000 units per kilogram protected 100% of the mice, 
however, larger doses of penicillin mixture did not prex’cnt 
tetanus xx’hen given 12 hours after spore inoculation De¬ 
bridement 12 hours after spore inoculation was ineffectix’c 
in prevenbng fatal tetanus when employed witli Clorpactin 
irngation, or Clorpactin imgation xvith 4,000 units of peni¬ 
cillin mexture per kilogram Tetanus is an infrequent com¬ 
plication of accidental xvounds probably not because of 
prophylactic efforts but because wound conditions arc 
seldom favorable for the development of tetanus 


Surger> for Tetralogy of Fallot After Previous Anastomosis 
—In many patients xvith Fallot s tetralogy who hax'c been 
benefited by a Blalock or Potts anastomosis, the symptoms 
recur xnth sufiicient seventy to necessitate furtlicr surgery 
This IS a report of expenence with open intracardiac repair 
m 29 patients xx’ho previously had undergone an anastomotic 
operation Altliough all patients had been tliouglit to have 
had the tetralog)' of Fallot at the time of the ongmal opera¬ 
tion, 2 proved at tlie time of intracardiac repair to haxc 
pulmonary stenosis, intact x'entncular septum, md atrial 
septal defect Of tlie 29 iiatients, 25 had had die Blalock 
type of anastomotic operahon and 4 had had the Potts 
type Three patients iiad had 2 previous anistomotic oper- 
abons and 2 odier patients liad also had closed infiindibular 
reseebon performed by the Brock atfSMANSHIP 
hospital deadis in_ dw 
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THE LITERATURE JAMA, Sept 3, mo 

sources Blood obtained from an antecubital or other pennh 
era! vein ivas termed peripheral blood Blood specimens 
taken from veins draining the himor site at the time of 
operahon were termed local blood specimens This report 
IS based upon an analysis of 981 specimens obtained from 
376 pahents Tlie concluding summary emphasizes the fo! 
lowing points (1) Cancer cells are detectable in the blood 
by a process uhich employs hemolysis by streptoI>sin aalli 
filtrahon through a millipore filter (2) Of 285 patents, 
peripheral blood specimens xvere posihve in 79 (29%)' 
Specimens from 16% of tlie resectable group were positive 
before operation and specimens from 36% of the non 
resectable group were posibve (3) Results of local blood 
studies xvere positive m 39 of 91 cases (43%) Specimens 
from 40% of the resectable group and from 56% of the non 
resectable group xvere posibve (4) The highest incidences 
of positive specimens from pahents categorized by tumor 
type were observed in local blood of those iwtli sarcoma, 
epidermoid cancer of the cervix, and epidermoid cancer of 
the head and neck In these latter 2 tumors, possible rela 
bonships between neoplastic embohzabon and the develop 
ment of hem itogenous metastases have been presented 


Tuberlailoseaizt, Stuttgart 

14 269-332 (May) 1960 Partial Index 


'’Once More Die 1 nbcrculin Numbers 

E Peretti p 269 

Pnrticipnlron of Liv er in Tuberculous Process 

E KlnpolKc p 278 

Today’s Importance of Monnldi s Drainage 

H XV M Ranch p 290 

Endobronchial Color Photography 

K J IrsKcns p 308 


e More tbc Tuberculin Numbers —For 35 years tlie per 
ineoiis hibercuhn test has been pracbced as part of the 
sical examinabon to xvhicli cliildren in kmdergarten and 
lol have beep-SJ’^'«‘'’'^'°'Ly>-'ihe juixil-industnal distnct of 
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HOW WOULD TOD DEFINE 

the ideal diuretic? 

The qualities to be sought in an ideal diuretic have been 

listed^ as follows. 

“(1) Sustained rather than abrupt violent action. 

(2) Reduced capacity for electrolyte upheaval. 

(3) Convenience of administration; self-admimstration (oral, 
lectal, or subcutaneous). 

(4) Decreased toxicity (systemic and local irritant action, 
especially of the gastrointestinal tract) 

(5) Efiectiveness where others are ineffectual or contra¬ 
indicated. 

(6) Applicability in cases with a history of allergic reaction 
to other diuretics ” 


It Avoiild he rash to term any drug ideal. It is safe to say, 
however, that Aldactone veiy closely approximates tliese six 
leqiiiiemeiits Most impoitantly, Aldactone often ielieves 
edema and ascites lesistant oi not optimally lesponsive to 
conventional diuretics By hloclmig the acUon ol tlie potent 
salt-ietaining hormone, aldosterone, Aldactone, used alone 
or in synergistic comlnnation vnth otlier potent agents, estali- 
lislies satisfactoiy diuresis in most edematous patients who 
have heretofoie lieen consideied beyond tlie lielp of medical 
management Aldactone offeis a fundamentally new appioach 
to the control of edema m such disoideis as congestive heait 
failiiie, hepatic cirrhosis, the nephiotic syndiome and idio¬ 
pathic edema 


ALDACTONE 

(brand of sptronoloctone) 


IS supplied as compression-coated Tellow tablets of 100 mg 


1 Alodell, W Am J Cardiol 3 139 (Feb ) 1959 
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ENCOURAGING NEWS 

IN ANGINAL THERAPY 


Reporting on extensive ciinicai triai of iSORDiL, 
a group of important investigators found 
“impressive improvement in 67% of patients...,"' 
favorabie response in a total of 75%. 

1. Fisch, S., Boyle, A., Sperber, R., and DeGraff, A. ( 


In their thoroughly documented report on 60 angina patients studied by open clinical trial, 
Fisch, Boyle, Sperber, and DeGraff found improvement in 75% of patients, 18% did not 
respond Minor side reactions (mostly headache) hindered evaluation in only 7% 


Average Dosage Low, 
but Individualization Required 

Average effective dose of ISORDIL was 10 mg 
q I d , 26% of patients received higher doses, 
16% lower doses Of all the patients, 87% re 
ceived and tolerated 5 to 15 mg q i d. 

Headache Commonest Side Effect, 

Easily Relieved 

Although headache occurred initially m 27% of 
patients studied, it caused discontinuance of 
ISORDIL in only 4 patients Continued therapy, 
adjustment of dosage, or use of acetylsalicylic 
acid relieved headache m all other cases 


Other Studies Confirm Results, 
Establish Additional Benefits 

Maintenance of active coronary vasodilatation 
by ISORDIL , as shown by Leslie,^ Albert,^ and 
Fremont,^ virtually eliminates periods of unpro 
tection Benefits are apparent as early as 15 
minutes, persist for at least 4 hours No lag/n 
onset important during early morning and 
postprandial stress 

References 1 Fisch, S , Boyle A , Sperber, R , and DeGrall, 
A C Presented at the annual meeting of the American Thera 
peutic Society Miami Beach Florida, June 10 1960 To bo 
published 2 Leslie, R Submitted for publication 3 Albert, 
A In Manuscript 4 Fremont RE To be published 
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CONNECTICUT 

Vital Statistics Report—Mortality in Connecticut 
for the first si\ months of 1960, 9 6 per 1,000 popu¬ 
lation, was fractionally higher than for the corre¬ 
sponding penod last year, 9 5 There were 12,086 
deaths m the state, compared with 11,707 in 1959 
The birth rate dropped to 211 per 1,000 population 
from 22 2, markmg the tliird consecutive year of 
decline Tlie actual number of births recorded m 
the 1960 period, 26,443, dipped below the 1959 
total, 27,301 With the death rate from influenza 
doubling, 18 per 100,000 population, compared 
with 0 9 for 1959, a pattern similar to 1958 follow¬ 
ing the outbreak of Asian Flu has been discernible 
The death rate from pneumonia, all forms, was 
significantly higher—37 8, compared with 32 0 for 
the same penod m 1959—and the number of deaths 
due to heart disease mcreased by 155 In the con¬ 
trol of tuberculosis, the death rate reached a record 
low of 3 5 per 100,000 population agamst a rate of 
4 8 in 1959 Infant deadis under one year, 211 pei 
1,000 live births, were below the 22 5 mark for the 
corresponding penod m 1959 Maternal deaths 
numbered four, compared with si\ for the si\- 
month penod m 1959 

DISTRICT OF COLUMBIA 
Urological Seminar —The eightli annual meeting of 
the James C Kimbrough Urological Semmar will 
be held at Walter Reed General Hospital, Wash¬ 
ington, D C , Nov 3-5 Although sponsored by the 
Army, all United States governmental urologists, 
military and civihan, are invited to attend There is 
no registration fee For information, wnte the 
Course Director, James C Kimbrough Urological 
Semmar, Box 500, Walter Reed General Hospital, 
Washington 12, D C 

FLORIDA 

Diabetes Meeting in Bal Harbour —The Florida 
Diabetes Association xvill hold its annual meeting 
Oct 27-28 at the Balmoral Hotel, Bal Harbour, 
Miami Beacb The following speakers are included 
on the program 

• Dr Girfield G Duncan Philadelplii i 

• Dr Alexander M irble, Boston 

• Dr Arthur Gorman Hdls, Miami 

• Dr George F Schmitt Jr , Miami 

• Dr Joseph C Shipp Gainesville 

Fee for nonmembers is $25 For registrabon and 
information, xxTite Dr George F Schmitt, 30 S E 
Eighth St, Miami, Fla 

PhxsiciTns nrc imited to send to this department items of ne^^s of 
Lintril interest for example those relating to socictv nctixaties new 
hospitals edic-ition and public health Program^i should he reeei\e<l 
at least three weeks before the date of meeting 


Society News —The Greater Miami Society of 
Psychiatry and Neurology held their annual elec¬ 
tions May 23 and the following ofiBcers were elected 
for the coming yeai president. Dr Wdliam Cor¬ 
win, vice-president. Dr Paul S Jarrett, and secre¬ 
tary-treasurer, Dr Irwin S Jacobs—New officers 
for the Miami Pediatric Society for 1960-1961 are 
Drs Charles Rosenfeld, president, George Lister, 
president-elect, James A Whiteside, secretary', and 
Maunce Blmski, treasurer The Miami Pediatiic 
Society wll sponsor its annual seminai in Apiil, 
1961, as a three day program 

GEORGIA 

Chairman Appointed for Department of Obstetrics 
and Gynecology —Dr Frederick P Zuspan, xvho 
has been associated with the Western Reserve 
University College of Medicine, Cleveland, has 
been appointed chairman of the depaitment of 
obstetrics and gynecology. Medical College of 
Georgia, Augusta Dr Zuspan, who was awarded 
his M D degree from Ohio State University in 
1951, succeeds Dr Richard Torpin, who retired as 
chairman of the department in June, 1958 Dr 
Zuspan is a fellow of the American College of 
Obstetricians and Gynecologists 

ILLINOIS 

Pediatric Mental Institution Planned for Centralia 
—On Aug 4 Governor William G Stratton an¬ 
nounced the selection of Centralia in Marion County' 
as the site for the construction of a new mental 
mstitution for mentally retarded childien Con¬ 
struction of such an mstitution at a cost of $11,723,- 
000 xvas authorized bv the last General Assemblv 
The governor disclosed that 22 communities in 15 
counties were surveyed and evaluated by a studv 
group xvorking with Dr Otto L Bettag, Chicago, 
director of the Department of Public M^elfaie and 
that Centralia was the unanimous choice of the 
group 

Chicago 

Mortality from Tuberculosis m Chicago —The 
Tuberculosis Institute of Chicago and Cook County 
on Aug 18 reported that tuberculosis kalled 68 
fewer CIncagoans last year than in 1958 The > ear s 
total from the disease xvas 408 deatlis compared 
with 476 m 1958 The over-all decline amounted to 
114% dunng 1959 The number of nexx ly reported 
cases total 3,854, of xx'hich 2,790 \\ ere classified as 
actix'e or probably active and the remainder in¬ 
active The number of new cases xx'as a decrease 
of 9 1% from the total reported in 1958 Among 
those xx'ho died, 76% xx'ere men, the nexxlv reported 
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cases indicate that 67% were men Chicago males 
outnumbered women as victims of tuberculosis in 
1959 About one-third of those who died of tuber¬ 
culosis in 1959 were 65 or older Of the newly 
reported cases in 1959, 844 were detected through 
free chest \-iays in mass mobile-unit surveys 

KENTUCKY 

Annual State Session m Louisville —The 1960 an¬ 
nual meehng of the Kentucky State Medical Asso¬ 
ciation, the Charles H Todd Memorial Meeting, 
will be held Sept 19-22 at the Columbia Audi¬ 
torium, Louisville The following will participate 
as guest speakers 

Drs Paul C Williams, Dallas, In'ing Schulman, Chicago, 
Micliael L Fuicolow, Kansas City, Emanuel M Papper, 
Riverside, N Y , William F Mengert, Chicago, Albert C 
Furstenberg, Ann Arbor, Mich, Charles P Larson, Ta- 
conn. Wash, Beverly T Towery, Louisville, John A 
Campbell, Indianapolis, John D Allen Jr, Louisville, 
David H Neustadt, Louisville, Nicholas W Fiigo, Chi¬ 
cago, R B Bowen, D M D , Louisville, Ewald W Busse, 
Durham, N C , Alexander D Langmuir, Atlanta, Julian 
M Ruffin, Durham, N C, and Jonathan E Rhoads, 
Philadelphia 

Round-table discussions and question-and-answer 
penods are planned, and a transatlantic telephone 
clinical padiological conference mth the Bromley 
Division of the British Medical Association is 
scheduled for 2 p m, Sept 21 Specialty group 
meetings are scheduled for Sept 22 Scientific and 
technical exhibits are planned, and the social pro¬ 
gram will include a golf tournament For informa¬ 
tion, write Mr J P Sanford, 1169 Eastern Prky, 
Louisville 17, Ky, Executive Secretary 


MASSACHUSETTS 

Sanitary Engineer Named for Survey in Latin 
America —Prof Gordon M Fan, Abbott and James 
Lawience Professor of Engmeenng and Gordon 
McKay Professor of Sanitary Engmeermg, Harvard 
University, has been appointed by the Pan Ameri¬ 
can Health Organization to mitiate a survny on the 
teachmg of sanitary engmeenng in Latm America 
and to present a series of lectures on current sani¬ 
tary engineering subjects Professor Fair will dis¬ 
cuss sanitation problems with government officials 
and visit schools of engmeenng m Mexico, Guate¬ 
mala, Panama, Colombia, Ecuador, Peru, Chile, 
Argentina, Uruguay, Brazil, and Venezuela The 
survey will also be used as the basic data to be 
studied at a semmar on "The Teachmg of Sanitary 
Engmeenng” which PAHO will sponsor m 1961 


MISSOURI 

Foreign Physicians Named Visiting Professors —The 
appomtment to the faculty of the Washington 
University School of Medicme, St Louis, of four 
visiting professors from foreign countnes was an¬ 
nounced Dr Joshua H Bum was named visiting 


JAMA, Sept 10, 19G0 

professor of pharmacology, and Dr Robert H 
Heptmstall was named visitmg professor of pa- 
thology Dr Burn, who was visitmg professor at the 
W ashmgton University medical school from August 
until February of the 1959-1960 academic year 
received his degrees of bachelor of medicme and 
doctor of medicme from Guy’s Hospital, London 
He was head of the department of pharmacolog}', 
Oxford University, from 1937 until last year and 
now holds the rank of professor emeritus Also from 
England, Dr Heptmstall is a member of the depart¬ 
ment of pathology, St Mary’s Hospital Medical 
School, London Named visiting assistant professor 
of pharmacology is Dr Hakan Arvidsson, of Stock¬ 
holm, Sweden Dr Arvidsson, who received bis 
degree of doctor of medicme from Karolmska In¬ 
stitute m 1951, did research at South Hospital, 
Stockholm, from 1952 until this year Dr Wilham 
J S Still, appointed visiting assistant professor of 
patliology, received his doctor of medicme degree 
from tile University of Aberdeen, Scotland, and 
has been lecturer m pathology at the University of 
London smce 1957 


NEBRASKA 

Dr R D Smith Named Assistant Dean —Appoint 
nient of Dr Richard D Smith as assistant dean of 
the Creigliton University Scliool of Medicine, 
Omaha, was announced by the Very Rev Carl M 
Reinert, S J, president of Creighton University 
Dr Smith has been acting assistant dean tlie past 
year He will continue to serve as chairman of the 
department of anatomy, a post he has held smce 
joining the Creighton faculty in 1950 Other ap¬ 
pointments at the School of Medicme include those 
of Dr Robert P Heaney as associate professor and 
acting chairman of the department of medicine, 
Dr John M McKam as associate professor and 
acting chairman of the department of surgeiy, and 
William T Niemer, Ph D , as vice-chauman of the 
department of anatomy All have been serving on 
the faculty 


EW YORK 

3 cline in Birth Rate Reported —The birth rate in 
3 XV York State during the first half of 1960 was 
e lowest in 10 years, Dr Herman E Hilleboe, 
ite health commissioner, reported Aug 17 Fig- 
es compiled by the State Health Departments 
See of Statistical Services show that the birth 
te was 20 5 per 1,000 population, compared with 
6 for the first half of 1959 The number of births, 
2,930, was 6,653 below the figure for the same 
irlod last year The deatli rate per 1,000 P^ula- 
in xx'as 10 8, compared xvith 11 0 last year 
ere 909 fewer deatlis this year Infant mortality 
so decreased, from 257 per 1,000 live births last 
>ar to 25 2 for the current year There were 4,616 
fant deaths m the first six montlis of 19o9, com- 
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pared with 4,358 tins year Maternal mortality 
decreased from 4 3 per 10,000 live births and still¬ 
births last year to 3 9 tins year Tlie death rate 
from cancer, 1863 per 100,000 population (15,702 
deaths), was the highest m three years, and the 
death rate from influenza, 1 7 (141), was the highest 
m seven years Increases m death rates were also 
noted for diabetes (18 4 to 19 2) and cirrhosis of the 
hver (17 1 to 20 3) The death rate from tuberculo¬ 
sis, 7 9 (662), was the lowest on record, whereas the 
death rate from syphilis equalled last year’s all- 
time low of 15 (125) 

NORTH CAROLINA 

Personal—Dr Logan T Robertson, occupational 
health consultant of Asheville, has been reappointed 
as a member of the Medical Advisory Council of 
the Amencan Associabon of Industrial Nurses, na¬ 
tional organization of the mdustrial nursmg spe¬ 
cialty The council on which Dr Robertson will 
serve is composed of leadmg mdustrial physicians 
who counsel with the nursmg group on principles 
and practices relating to tlie mdustrial medical and 
nursing professions —Dr Nathan A Womack, 
head, department of surgery. University of North 
Carohna School of Medicme, Chapel Hill, was 
elected president of the National Board of Medical 
Exammers, at a recent meeting of the board m 
Philadelphia 

OHIO 

Personal —Dr Carl A Bunde has been appointed 
medical research director of the Wm S Merrell 
Company, Harold W Wemer, Ph D , research vice- 
president of the 132-year-old Cincmnati pharma¬ 
ceutical company, announced From 1937 to 1949 
Dr Bunde held various teachmg positions at the 
University of Oklahoma School of Medicme, Baylor 
College of Medicme, and Southwestern Medical 
School In 1949 he began a career m the pharma¬ 
ceutical industry —Otto Glasser, Ph D , Cleveland, 
member of the council on medical physics of the 
A M A , was recently awarded the Commanders 
Cross of the Order of Merit of the Federal Republic 
of Germany, in recognition of his work on the life 
of W C Rontgen, and his contributions to radi¬ 
ology Dr Glasser is also holder of the Rontgen- 
Honor-Plaque and Honorary Curator of the 
Rontgen-Museum m Remscheid-Lennep 

OKLAHOMA 

Oklahoma City Chnical Society to Meet —The Bilt- 
more Hotel m Oklahoma City will be the site of 
the Oklahoma Citv Clmical Society’s fall confer¬ 
ence, Oct 24-26 The followmg guest speakers are 
scheduled Drs Robert P Allen, Denver, Stuart 
W Arhelger, Mmneapohs, Don 'W Chapman, 
Houston, Texas, Wesley E Compere Jr, Los An¬ 
geles, ChfiFord F G istmeau, Rochester, Mmn, 


Louis J Girard, Houston, Texas, Charles F .Greg¬ 
ory, Dallas, Texas, Stanley F Hampton, St Louis, 
Howard C Hopps, Galveston, Texas, Howard W 
Jones Jr, Baltimore, Edward T Krementz, New 
Orleans, Walter C Lobitz Jr, Portland, Ore , Theo¬ 
dore C Panos, Little Rock, Ark, Ernest H Par¬ 
sons, St Louis, Robert A Ross, Chapel Hill, N C , 
and John H Furbay, Ph D, Director of Global 
Education Program of T W A , Nexv York City In 
addihon to the general assemblies, there will be 
specialty lectures, a clmical pathologic conference, 
and daily round-table luncheons with question- 
and-answer sessions Entertamment will mclude i 
banquet on Monday evenmg The clmical confer¬ 
ence IS acceptable for 12 hours of category I credit 
by the American Academy of General Practice 
Registration fee of $20 includes all features 

PENNSYLVANIA 

Medical School Dean Honored —The Washington 
County Medical Society honored a native son at a 
testimonial banquet on July 26 m Washington The 
guest of honor was Dr Wilham A Sodeman, dean 
of the Jefferson Medical College of Philadelphia, 
who was bom m Charleroi Dr Fred D Large, 
Claysville, was chairman, Dr Albert S Sickman, 
North Charleroi, toastmaster The principal speak¬ 
ers were Dean John W May, of Washmgton and 
Jefferson College, and Dean Bemal Weimer, of the 
Betliany (W Va) College The county society’s 
tribute followed a unanimous resolution passed by 
the State Senate m praise of Dr Sodeman’s contri¬ 
butions to medical education 

Philadelphia 

Geriatrics Center Opens —The Charles Weinstein 
Geriatnc Center for retired clothing workers 
erected at a cost of $1,300,000 opened Sept 10 It 
was sponsored and financed jointly by the Phila¬ 
delphia Clothmg Manufacturers Association and 
the Philadelphia Joint Board of the Amalgamated 
Clothmg Workers of Amenca The new facility is 
a division of the Sidney Hillman Medical Center 
and the male apparel mdustr)' of Philadelphia The 
buildmgs adjom The center will provide educa¬ 
tional, recreational facihbes for about 800 persons 
Emphasis will be on leisure-time activity and so¬ 
cial adjustments The one-stor^' structure contains 
a lounge, an auditorium, card rooms, and a reading 
and discussion room The late Charles V^emstein 
was manager of the Philadelphia Joint Board of 
the union for 30 years 

SOUTH CAROLINA 

Dr Lynch Rebres as Medical College President- 
After 50 x'ears of semce m the medical profession. 
Dr Kenneth M Ljaich, Charleston, has rehred as 
president of the Medical College of South Carohna 
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tiiid. lias been appointed chancellor Aftei gradua¬ 
tion from the Univeisity of Texas, and a term on 
the pathology stafF of the Philadelphia General 
Hospital and the University of Pennsylvania, Di 
Lynch was appointed professor of pathology at 
South Carolina in 1913 He became piesident of 
the Medical College in 1943 Dr Lynch was Chair¬ 
man of the Section on Pathology of the A M A in 
1924, and was awaided the Gold Medal of the 
Scientific Exhibits in 1921 In 1935 he was Vice- 
Piesident of the Association, and presided at the 
geneial session in place of the late Di Tate Mason, 
president-elect, in his absence on account of illness 
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^^Scattle Adolescents, Dr Raymond Sobel, 

Spontaneous l^eumothorax? A Plea for More Progressive 
Treatment, Dr Donald R Burke, Seattle ^ 

An electrocardiography course is scheduled for the 
morning of Sept 28, and specialty meetings are 
scheduled for Sept 26, 27, and 28 A program of 
medical color television panel sessions is arranged 
Scientific exhibits are planned Entertainment in¬ 
cludes fishing trips, a golf tournament, and a sports¬ 
man banquet The annual association banquet ivill 
be held the evening of Sept 27 For information 
write Ml Ralph W Neill, 1309 Seventli Ave] 
Seattle 1, Executive Secretary 


TENNESSEE 

Medical Assembly m Chattanooga —The eighth 
annual Tennessee Valley Medical Assembly will be 
held Sept 26-27 at the Read House, Chattanooga, 
sponsored by the Chattanooga and Hamilton 
County Medical Societies, Inc The followmg 
speakers are listed 

Drs Edward H Rvnearson, Rochester, Mmn, Benjamin 
Felson, Cincinnati, Edgar L Frazell, New York City, 
lixang H Leopold, Philadelphia, Bentley P Colcock, 
Boston, Arthur P Stout, New York City, Austin T Moore, 
Columbia, S C , Charles B Huggins, Chicago, Arthur C 
DeGralf, New York City, Thomas M Brown, Washington, 
D C , Isadore W Ginsburg, Philadelphia, Harry H Ware 
Jr, Richmond, Va , Alexander J Stoigman, Louisville, 
Robert B Greenblatt, Augusta, Ga, John R Heller, New 
York City, Fount Richardson, Fayetteville, Ark , Richard 
L Sutton Jr , Kansas City, Mo , and George G McHardy, 
New Orleans 

Mis Willie Snow Ethndge will be banquet speakei, 
presentmg “The Importance of Being Tiivial” 
Clinical sessions will be held m the afternoons A 
program of ladies’ entertainment is planned Foi 
information, write Dr RobeitA Wateis, 109 Medi¬ 
cal Arts Bldg , Chattanooga, Tenn , Chan man 


WASHINGTON 


Annual Session m Seattle-The Washington State 
Medical Association will hold its 71st annual con¬ 
vention in Seattle Sept 25-28, under the presidency 
of Dr Fiedenck A Tucker, Seattle The geneial 
scientific sessions Sept 26 and 28 mclude the fol¬ 


lowing papeis 

Cancer of tlie Uterus, Dr John L McKelvey, Minneapolis 
Some Neurosurgical Aspects of tlie Cancer Problem, Dr 

Hale A Haven, Seattle m j i„. 

Preoperative Identification of Solitary Pulmonar)' Nodules, 

Dr Leo H Garland, San Francisco , _ „ „ 

Arc Vmises Etiological Agents in Cancer? Dr Harry b N 
Greene, New Haven, Conn 

The Management of Late Non-Hematologic Malignancies, 
Dr Dennis M Donohue, Seattle ^ , 

The Limping Child, Dr James V Luck, Los Angeles 
Tumors of Eyelids, Dr Lorenz E Zimmerman, M ashington, 

CmrcS Slatm of Graft, for Cardiac Valves, Dr Lester R 

OsSStiSls Nature aud Control, Dr Joseph Tttteta, 
Oxford, England 


WEST VIRGINIA 

Scholarship Honors Dr Harris -A medical scholar¬ 
ship has been established at West Virginia Univer¬ 
sity m honoi of Dr Thomas L Harris, Parkersburg 
surgeon, who was a member of the WVU Board of 
Governors, 1945-1960, during which tune he served 
two terms as president University President Elvis 
J Stahr Jr said that tlie scholarship, worth $400 
annually, will be supported by income from a gift of 
$7,500 by the family of the late Anna M Broida of 
Parkersburg The new scholarship became effective 
at the beginning of the current academic year, and 
the first recipient was to be selected prior to the 
beginning of the first semester President Stahr said 
that preference will be given to students planning 
careers m surgery' 

GENERAL 

Tuberculosis Group Publishes Information Pamph 
let—The National Tuberculosis Association has 
published a folder outlmmg the status of the tuber 
culosis problem m the United States Presented as a 
guide for speakers and xvnters, the pamphlet de¬ 
scribes the disease, gives some facts concerning 
its effectiveness, and outlines and presents some of 
the symptoms, treatments, and agencies The folder 
states that about 35,000,000 Ameiicans are infected 
by tuberculosis germs and tliat m the next five 
years 250,000 peisons will become infected with the 
disease About 11,500 Americans died of tuberculo¬ 
sis m 1959 Foi information, write the National 
Tubei culosis Association, 1709 Broadway, New 
York 19 

Midwest Meeting of Physicians-The American 
College of Phvsicians Midwest regional meeting for 
Illinois, Indiana, Iowa, Minnesota, and Wisconsin 
will be held at the Diake Hotel, Chicago, Sept 24 
A total of 22 papeis are scheduled for presentation 
at the mommg and afternoon sessions At the lunch- 
2o“Lquet,12 30p n-.Dr Thomas M DuHaa.., 
of Philadelphia, treasurer of the college will pre¬ 
sent “Amencan College of Physicians News 
reception is scheduled for 5 30 p m Chairman of 
the Committee of Governors for the meeting is Dr 
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Wnglit R Adams, Chicago, governor for Nortliem 
Illinois, American College of Physicians For mfor- 
mation, xiaate Dr Edward C Rosenow, 4200 Pine 
St, Philadelphia 4, Executive Director 

Handbook on First Aid—The Readers Digest in¬ 
cluded in a recent issue as an insert a Handbook 
of First Aid’ which provides information for aid by 
laymen to persons suffering from involvements m 
emergency situations Consultants for the handbook 
were Dr Paul R Hawley, Chicago, director, Ameri¬ 
can College of Surgeons, Dr Leona Baumgartner, 
New York City Commissioner of Health, and Dr 
Loton H Rasmussen, Memonal Sloan-Kettenng 
Cancer Center, New York City The handbook pro¬ 
vides information on steps in first aid, kits, and 
treatment of common ailments mcludmg animal 
bites and unconsciousness of unknown cause Copies 
of the “Readers Digest Handbook of First Aid are 
available from the Reprint Editor, The Readers 
Digest, Pleasantville, N Y (15d a copy) 

Seminar Cruise to the Canbbean —The faculty of 
the Duke University School of Medicine is sponsor¬ 
ing a medical seminar cruise for nine days beginning 
Nov 9, sailing from New York Citv on M S 
Kungsholm” and visiting St John, St Thomas, and 
San Juan The faculty will include the followmg 
participants Dr William M Nicholson, professor 
of medicme. Dr Edwin P Alyea, professor of urol¬ 
ogy, Dr Dons A Howell, associate professor of 
pediatncs. Dr Elbert L Persons, professor of medi¬ 
cine, and Dr William W Shmgleton, professor of 
surgery The seminar cruise is acceptable for 20 
hours credit, category I, by the American Academy 
of General Practice For information, write Duke 
University' School of Medicme, Durham, N C 

Drug Industry Reports on Research Costs —The 
prescription drug industry disclosed Aug 1 that 
It spent 197 million dollars on research and de¬ 
velopment last year The expenditure, 167o higher 
than m 1958, amounted to 7 8% of the companies 
pharmaceutical sales of more than 2 5 billion dol¬ 
lars Dr Austm Smith, president of the nationwide 
trade association of 140 ethical drug firms, said his 
organization has completed the third annual survev 
of research actiwties of the mdustry in cooperation 
with the National Institutes of Health It disclosed, 
among other facts, that drug mdustry research 
spending in 1959 was 7 million dollars more than 
the companies estimated a year ago that it would 
be, that over 18 million dollars of the total was 
spent outside of pharmaceutical house laboratories 
in the form of grants and contracts to medical 
schools, hospitals, research institutes, and otlier 
insbtutions, that an estimated 100,200 chemicals, 
compounds, and other substances were prepared, 
obtained, and biologically tested by the indusha' in 


1959 in Its search for new and more specific medici- 
nals, and that the 140 producer members of the 
association, responsible for more than 95% of etliical 
drug production m die U S , estimate research and 
development spending of 214 million dollars in 

1960 

Prevalence of Poliomyelitis —According to the Na¬ 
tional Office of Vital Statistics, the followmg num¬ 
ber of reported cases of poliomyelitis occurred in 
the United States, its terntones and possessions m 
the weeks ended as mdicated 



Aug 13 

1260 



_ K 


^ Aug 15 


Piralytle 

Total 

1959 

Area 

Type 

Cases 

Total 

New England States 




Maine 




\ew Hampshire 




Vermont 




Massachusetts 

2 

•4 

S 

Rhode Island 

1 

1 


Connecticut 



18 

Middle Atlantic States 




\ew York 

A 

D 

23 

New Jersey 

10 

11 

3 

Pennsyh ania 

i 

fi 

8 

East North Central States 




Ohio 

1 

1 

1(1 

Indiana 

2 

4 

7 

Illinois 

5 

9 

19 

Michigan 

1 

2 

31 

M isconsin 



2 

West North Central States 




Minnesota 

2 

2 

Id 

Iowa 


1 

13 

Missouri 



3ft 

North Dakota 




South Dakota 


1 


Nebraska 

1 

2 

14 

KQn«a« 

1 

2 

19 

South Atlantic States 




Delaware 




Maryland 

1 

1 

4 

District of Columbia 



2 

Virginia 

1 

3 

17 

\\e«t Virginia 

3 

3 

4 

North Carolina 

3 

4 

14 

South Carolina 

11 

12 

1 

Georgia 



18 

Florida 

2 

3 

9 

East South Central States 




Kentucky 



4 

Tennescee 

3 

3 

30 

•Vlnbama 

1 

2 

Of 

tll«:<5ic<;ippj 

4 

4 

2 

West South Central States 




krkan^o*? 



18 

1 ouiclana 


1 

10 

Oklahoma 



f 

lexas 

8 

9 

34 

Mountain States 




Montona 

1 

2 


Idaho 


2 


\\ yoTuing 




< olorado 




New Mexico 



o 

Arizona 

1 

2 

o 

Utah 




\e% adn 




Pacific States 




B«hlDgton 



q 

Oregon 


2 


California 

17 

21 

1 

Alaska 



j 

Hawaii 

1 

1 


Territories and Possessions 




Puerto Rico 




Total 

11 

T5 

473 
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Animal Caie Panel Convenes in St Louis—New 
techniques for handling animals used m scientific 
research ivill highlight the 11th annual meeting of 
the Animal Caie Panel to be held m St Louis, 
Oct 26-28 The success with hypnotism of small 
animal subjects will be one of the innovations to be 
reviewed The project is based on the medical use 
of hypnotism for human patients Scheduled is a 
senes of “do-it-yourself” sessions, workshops to m- 
clude demonstrations of hypnotism of small animals 
In the course of the three-day meeting 59 partici¬ 
pants from the field of medical lesearch, animal 
care, animal breeding, and animal disease control 
will present formal reports There will be a con¬ 
tinuous showing of scientific movies For informa¬ 
tion, wnte the Animal Caie Panel, P O Bov 299, 
Lemont, Ill 

Cerebral Palsy Meeting m Pittsburgh —The annual 
meeting of the American Academy for Cerebral 
Palsy will be held at the Penn-Sheraton Hotel, 
Pittsbuigh, Oct 5-7, undei the presidency of Di 
Raymond R Rembolt, Iowa City A symposium on 
involuntary movement is scheduled for the morning 
of Oct 6 and will include papers concerning neuro¬ 
surgical proceduies m the treatment of involuntarv 
movement Question-and-answer luncheons are 
scheduled for Oct 5 and 6, with instructional coui- 
ses to be held from 2 to 4 p m Oct 5 and the 
morning of Oct 7 Round-table discussions will also 
be held the morning of Oct 7 Audiovisual sections 
are planned and u'oi kshop tours are scheduled Di 
Rembolt will present the piesidential address at the 
plenary session the morning of Oct 5 For mforma- 
tion, wnte Dr Joseph D Russ, 1520 Louisiana Ave, 
New Orleans 15, Secretary 

Medical Assistants Meeting m Dallas—The fouith 
annual national convention of the Ameiican Associa¬ 
tion of Medical Assistants will be held in Dallas, 
Tevas, Oct 14-16 The AAMA has a membership 
of about 9,000, in 29 chapter states Two majoi 
segments of the convention progiam will deal with 
current pioblems and futuie challenges of medical 
practice One, an educational seminar scheduled 
foi the morning of Oct 15, will feature three talks, 
“Waiting Room Atmosphere,” 'The Hospital, the 
Doctor and You,” and “The Problem of Medical 
Care Cost in the 60’s ” “The Challenge of the 60V’ 

IS the theme of the second annual Leadership 
Semmai, sponsoied by Lakeside Laboratories, Inc, 
scheduled foi the afternoon session Oct 15 Physi- 
cian-speakeis scheduled to participate in the con¬ 
vention aie Di E Vincent Askey, Los Angeles, 
Piesident of the American Medical Association, Di 
May Owen, president, Texas Medical Association 
Di Milford O Rouse Dr Elliott Mendenhall, and 
Dr Edwaid A Newel, all of Dallas, and Dr Leo J 
Staiiy, of Oklahoma City 


JAMA, Sept 10, I960 

Public Health Service Approves Oral Pohomyelitis 
Vaccine -Surgeon General Leroy E Burney, an¬ 
nounced Aug 24 that the government has found the 
poliomyelitis vaccme developed by Dr Albert B 
Sabin, of the University of Cincinnati, “safe and 
suitable for use m the United States” The Sabin 
Oral Vaccine along with another live-virus vaccme 
developed by Dr Hilary Koprowski of Phila¬ 
delphia s Wistar Institute has been administered to 
about 13,000,000 people in other countries, notably 
Russia and other European nations A third hve- 
vuus vaccine developed by Harold Cov, ScD, of 
Lederle Laboratones, was tested on thousands of 
schoolchildren and adults in Dade County, Fla, 
early this year Dr Burney stated the Public Health 
Seivice is to license manufacture of the Sabin vac 
cine next spnng Dr Burney announced approval of 
all three types of the Sabin vaccine and stated that 
they could be taken in liquid or tablet form, and 
that repeated doses were necessary to assure immu¬ 
nization The Public Health Service has sent pro¬ 
posed regulations for tlie manufacture of the vaccme 
to pharmaceutical firms 

Preventive Medicine Teachers Meeting in San 
Francisco —The 17tli annual meeting of the Asso¬ 
ciation of Teachers of Preventive Medicine wll be 
held at the Whitcomb Hotel, San Francisco, Oct 30 
Dr William L Fleming, Chapel Hill, N C, presi 
dent of the association, will preside at the meeting 
The theme will be “The Use of Research in die 
Teaching of Preventive Medicine” The followmg 
presentations are scheduled 

School and Community Health Studies as a Source of 
Teaching Data, Dr TJieodore H Ingalls, Boston 
Researcli in Child Healtli, Dr James M Matlier, Van 
coiiver, B C 

Research m Departments of Preventive Medicine in the 
United States, Dr Robert E Slianh, St Louis 
The Use of Medical Care Research m the Teaclnne of 
Preventive Medicine, Dr Cecil G Sheps and Glenn 
Lainson Jr, Boston 

Board Certificataon and Graduate Educabon m Preventive 
Medicine, Dr Tom F ^Vllayne, Philadelphia 

Five panel group sessions aie planned for the after¬ 
noon Followmg an address by Dr Fleming at the 
dinner meeting 6 30 p m, Dr Thomas McKeown, 
Bnmingham, England, will present the annual 
address, “Research Achievements m Social Medi¬ 
cine m Gieat Britain m the Last Decade’ For in- 
foiniation, write Dr Henry J Bakst, Department 
of Preventive Medicine, Boston University School 
of Medicine, 80 E Concord St, Boston 18 

Public Health Meeting in San Francisco -The 88tli 
annual ineehng of the Amencan Public Health 
Association is scheduled to be held at the Divic 
Auditorium, San Francisco, Oct 31-Nov 4 Di 
Malcolm H Merrill, Berkeley, Calif, president of 
the association and California’s director of public 
health, said that among the men and women ex- 
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pected to attend are persons who plan and direct 
programs of official and voluntary health agencies 
on national, state, and local levels m all parts of the 
Americas and abroad Dr Ellis D Sox, director of 
pubhc health of San Francisco, is chairman of a 
local arrangements committee Scientific sessions 
and exhibits will cover a variety of healtli programs 
and research development Registration will be 
open to nonmembers Major sessions Mull include an 
opening symposium on man and his changing en¬ 
vironment and a closmg symposium on present 
status and future directions of work in malignant 
diseases Other features xvill include presentation 
of the Albert Lasker Awards of the American Pubhc 
Health Association and tlie Sedgwick Memorial 
Medal The association s 14 sections are developing 
scientific sessions to hear reports on current work 
m their respective fields dental health, engineer¬ 
ing and sanitation, epidemiology, food and nutri¬ 
tion, healtli officers, laboratory, maternal and child 
health, medical care, mental health, occupational 
health, public health education, public health nurs¬ 
ing, school health, and statistics Headquarters of 
the American Pubhc Health Association are at 1790 
Broadway, New York 19 Executive director is Dr 
Berwyn F Mattison 

Basic Research Estimated to Cost One Billion Dol¬ 
lars —The National Science Foundation has esti¬ 
mated that total funds for the performance of basic 
research in the United States reached a level of one 
billion dollars in the year 1959-1960 The bilhon- 
dollar estimate is based on an NSF stahstical senes. 
Funds for the Performance of Basic Research in 
the United States, 1953-1958,” Reviews of Data on 
Research d Development, No 22, published Aug 
24 Tlie statistical series, compiled through extenswe 
NSF surveys of tlie 1953-1958 national research and 
development effort, indicates that basic research 
funds rose from about 430 million dollars m 1953- 
1954 to more than 830 million dollars m 1957-1958, 
an mcrease of 93% Throughout this period, funds 
for basic research continued at a level of about 8% 
of the total estimated R&D funds Total R&D funds 
in the United States reached a 12 billion dollars 
annual level for 1959-1960, according to tlie founda¬ 
tion The senes mdicates that colleges and univer¬ 
sities expended about half the national total in the 
performance of basic research m the 1957-1958 
survey year The mdustr^' sector reported using 
about a third of total funds for tlie same purpose 
Performance of basic research by both the federal 
government and other nonprofit mstitutions ac¬ 
counted for a relabvely smaller portion of funds, 
13 and 6%, respectively Tlie federal government 
has remained the source of tlie largest amount of 
funds for basic research from 1953-1954 tlirough 
1957-1958 No important change was found in the 
distnbution of total funds for tlie performance of 
basic research bv field of science over the years 


covered The phvsical sciences reached a total of 
over 550 milhon dollars The life sciences accounted 
for the remainder of the basic research funds, or 
about 280 million dollars For survey purposes, the 
foundation defines basic research as scientific in¬ 
quiry m which the primary aim of the investigator 
is a fuller knowledge or understandmg of the sub¬ 
ject, rather than a practical application 

Annual Cytology Meeting —Tlie eighth annual 
meetmg of the Inter-Society Cytologv Coimcil, Inc , 
the second general meetmg of the American Society 
of Clmical Pathologists and the College of Amencan 
Pathologists, xvill be held Sept 23-25 at the Palmer 
House, Chicago, under the presidency of Di Abra¬ 
ham E Rakoff, Philadelphia The annual business 
meetmg will be held the afternoon of Sept 23 A 
panel discussion, ‘ Mahgnant Cells in the Penpheral 
Blood,” will be moderated by Dr David A M^ood, 
San Francisco, the afternoon of Sept 23 A sym¬ 
posium, ‘ The Value of Exfoliative Cytology in the 
Diagnosis of Nonmahgnant Conditions,’ will be 
presented the afternoon of Sept 25 and will mclude 
the followmg papers 

Cytologicil Changes m Inflammatory and Degentritiie 
Lesions Dr Dante G Starpelli, Columbus Ohio 
Role of Exfoliative Cytology m the Evaluation of Radiation 
Changes, Dr Ruth M Graham Buffalo N Y 
Determination of tlie Chromosomal Sex, Dr Rakoff 
Importance of Exfoliative Cytology in the Evaluation of the 
Hormonal Status of Female Patients, Dr George L 
Wied, Chicago 

Recognition and Therapeuhe Follow-up of Vaginitis and 
Endocervacihs by Means of Exfoliative Cytology, Dr 
AVarren R Lang, Philadelphia 

The Cytology of Pregnancy, Dr Emmerich von Hiam 
Columbus, Oluo 

Value of Exfoliative Cj tology in the Recognition of Diseases 
of the Respiratory Tract, Drs John K Frost and Arthur 
L Dee, Baltimore 

Exfoliative Cytology in Nonmahgnant Conditions of the 
Upper Gastrointestinal Tract, Dr Llojd L Brandborg 
Seattle 

Exfoliative Cytology of the Genito-Unn iry Tract, Dr 
Nelson D Holmquist, New Orleans 
Recognition of Disease of the Colon by Means of Cxfolntive 
C}tology, Dr John T Gilambos, Atlanta 

Drs J A de Brux and J Dupre-Froment, Pans, 
France, will present, “Active Undifferentiated and 
Immature Metaplasia (Histological and Cx'tological 
Study)” the morning of Sept 24 Scientific and 
technical exhibits are planned Tlie annual banquet 
XX ill be held Sept 24, 7 p m For information, xxrite 
Dr Paul A Younge, 1101 Beacon St, Brookline 46, 
Mass, Secretary-Treasurer 

LATIN AMERICA 

Pan Amencan Diabetic Congress-The first Pan 
Amencan Diabetic Congress xvill be held in Bntish 
Honduras, Dec 22-Jan 2, sponsored bv the Dia¬ 
betic Institute of America (Bertha Hearst Founda¬ 
tion, Inc ) A sxTnposium, Should Diabetics Haxm 
Children^” xxill include “Mass Diabetic Statistical 
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Suivey of Chicago, by Dr Bella R Heaist, duector 
of the Diabetic Institute of America, Chicago, and 
“Diabetic Skeletal Manifestations,” by Dr Donald 
S Millei, of the Chicago Medical School Dr C J 
McCleaiy, Belize, British Honduras, will discuss 
suigeiy and diabetics The plenary sessions will 
include topics conceining the diabetic embryo, 
diabetes m children, jiarents, and the aged, the 
heart, eyes, and bone and diabetes, infection in 
siugeiy in diabetics, and tlie chemisby, physiology 
pathology, and therapy of diabetes Papeis on these 
subjects are invited For information, write Dr 
Bella R Heaist, 55 E Washington St, Suite 1646, 
Chicago 2 The congress will be conducted in 
Spanish and English 

FOREIGN 

Psychotherapy Week in Linclau —The 11th Lin- 
dauer Psychotherapy Week will take place from 
May 1 to May 6, 1961, m Lindau (am Bodensee), 
Geiman)' The mam theme will be “The Psyclio- 
theiapy of Juvenile Persons” In the afternoon, 
courses and discussions m small groups concerning 
questions of psychotherapy will complete tlie lec¬ 
ture program The lecture week will be followed by 
an exercise week fiom May 8 to May 13, with exer¬ 
cises m dream interpretation, autogenous training, 
hypnosis, motion and lespiratory therapy The 
language at the meetings will be Geiman Nobfica- 
tions and answers should be mailed to the office of 
the secretary of the Lindauer Psychotherapy Week, 
Dienerstr 17, Munich 2, Geimany, starting January, 
1961 

Meebng on Diabetes in Geneva —The Inter national 
Diabetes Federation will hold its fourth intenia- 
tional congress July 10-14,1961, m Geneva, Switzer¬ 
land Papers to be piesented at the medical and 
scientific sections are as follows 

• Experimental Diabetes and Human Diilictcs 

• Pli> sio-pathology of Diabetes Melhtus 

• Diibctes in tlie Adolescent 

• Dnbetic Clinics, (Organization, Realu itions. Experiences) 

(Medical-social Aspects) 

• Prcdiabctic States and Early Detection of Diabetes 

• Neurological and Osseous InvoWements in the Diabetic 

Patient 

• Onil Treatment of Diabetes (Sulfonylnrcas) (Biguanides) 

• Brittle Diabetes 

The following panel discussions will he held July 11 
through 14, one each day Action of Insulin, Lipid 
Metabolism in Diabetes Melhtus, The Diabetic 
Coma, Lasting Consequences of Hypoglycemia A 
seebon for medical and social problems will include 
“Problems of the Ageing and Disabled Diabebc,’ 
by Di Howard F Root, Boston, and “Piospects for 
the Future of the Diabetic Adolescent in Pnvate 
Life,” by Dr I Arthur Musky, Pittsbmgh For in¬ 
formation, xvrite Di Bernard Rilliet, 4, boulevarc 
des Tranchees Geneva, Switzerland, Secietaiy 

General 
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Medical Center Opened in Israel-$25,000 000 
medical center, financed and designed m the United 
States, has been oflScially opened m suburban Jeru¬ 
salem The facility, reportedly the only one of its 
kind m the Middle East, is the gift of Hadassali, the 
Women s Zionist Organization of America It will be 
known as the Hadassah-Hebrew University Medi 
cal Center The opening and dedicabon of tlie 
center m Israel was observed m Washington by 
officials of the U S Department of Health, Educa 
tion, and M'^elfare and the Embassy of Israel at a 
special meeting sponsored by Washmgton repre 
sentabves of Hadassah The 500-bed hospital of 
the center has among its features the concenbation 
of all nuising and medical care at the center of 
each semi-circular floor Hospital rooms can be 
conx^erted from smgle to double to triple accomoda 
tions by means of maneuverable panels on the out 
side of the aicbitectnral circle The hospital also 
will serve as a teachmg insbbibon noth service 
laboratories Tlie center comprises 17 sbuctiires, 
making it the largest complex of buildings in Israel 
Besides the hospital, there is a separate mother and 
cliild pavilion foi maternity and mfant care, an out- 
pabent deparbnent that can handle more tlian 
200,000 patient visits annually, the Hebrew Univer- 
sity-Hadassah Medical School, Israel’s only medical 
school, founded in 1949 by Hebrew University and 
Hadassah, and the Henrietta Szold School of Nurs 
ing and Residence In keeping xvith Hadassah 
policy, medical beatment will be available to Arab, 
Chrisban, and Jew alike 

Neurological Congress in Rome—The seventh In 
ternational Neuiological Congress will meet in 
Rome Sept 10-15, 1961 Prof Mano Gozzano 
(Viale dell Umversita 30, Rome, Italy) is the presi¬ 
dent of the congress On Sunday, Sept 10, there 
will be a morning meebng of the International 
League Against Epilepsy That afternoon, the 
opening ceremonies of the seventh International 
Neurological Congiess and the fifth International 
Congiess of Elecboencephalography will be held 
jomtly The congress xvill be guests of the mayor at 
a reception to be held on Sundays evening Tlie 
mornmg of Sept 11, 12, and 14, will be given over 
to thiee symposiums Neurological Disordeis Asso 
ciated with Metabolic Disbirbances, such as Pro 
phyria. Phenylketonuria, and Galactosemia, under 
the diiection of Dr H Houston Merritt, of the 
United States, Neurological Complications of Car¬ 
diovascular and Respiratory Disorders, under the 
direction of G Bodechtel, of Germany, and 
Aphasia, under the direction of Macdonald Critch 
ley, of England The afternoons of Monday, Tues 
day, and Thursday, and the entire day of Friday, 
Sept 15, xvill be devoted to the presentations of 
miscellaneous conbibutions by members of the 
congiess Special symposiums on neurochemistrx', 
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genehcs, multiple sclerosis, and epidemiology are 
also to be arranged All communicabons widi re¬ 
spect to the presentation of papers and otlier mat¬ 
ters should be addressed to Gioi'anni Alema, 
Secretarjf General of the Seventh International 
Neurological Congress, Viale Universita, 30, Rome, 
Italy 


CORRECTION 


Hyperparathyroidism —In the Question and An¬ 
swer entitled “Hj^erparathj'roidism, ’ appeanng in 
The Journal, July 30 page 1513, the formula for 
7o TRP as given is incorrect and should read as 
follows 


% TRP =1— 


r (UPC) X (SCC) -I 
L (UCC) X (SPG) J 


X 100 


EXAMINATIONS 

AND 

LICENSURE 

MEDICAL SPECIALTY BOARDS 

American Board of Anesthesiolog\ Written Vanous lo¬ 
cations, June 30 Oral Kansas Citj Apr 17-22 Sec, Dr 
Forrest E Leffingweli, 217 Fanrungton Ave, Hartford 5, 
Conn 

American Board op Dermatologi Final date for filing 
applications of candidates completing training by October 
15, 1960 is March 1, 1961 Written Several ciUes, June 5, 
1961 Oral Philadelphia, Oct 13-16, 1961 Sec, Dr 
Maunce J Costello, One Haven Avenue, New York 32, 
New York 

American Board op Internal Medicine New York City, 
Nov 14-17 Closing date for fihng application was July 1 
Written Oct 17 Closing date for filing application was 
May 1 Schedule for 1961 Written Eicminalion, October 
16 Oral Examinations New Orleans, Jan 30-Feb 2, Chi¬ 
cago, April 4-7, Los Angeles, Sept 26-29, New Y'ork City, 
Nov 7-10 Closing date for acceptance of applications for 
the January and April examinations is October 1, 1960, 
and for the September and November exammabons is June 
1, 1961 Sec -Treas, Dr Wilham A Werrell, One West 
Mam St, Madison 3, Wis 

American Board of Neurological Surgerx Oral New 
Ha\en, Nov 13-16 Final date for fihng application is 
Sept 1 Sec, Dr Donald D Matson, 300 Longw ood Ave, 
Boston IS 

American Board of Obstetrics anti Gynecologx Wri(- 
fcn Vanous cities of the United States, Canada, and 
military centers outside of continental United States, Jan¬ 
uary 13 Oral Chicago, Apr 7-14 Application for cer¬ 
tification, new and reopened in Part I, and requests for 
reexamination m Part II are now being accepted Deadlme 
for receipt of applications for the ivntten examination 
was August 1 Candidates submitting applications m 1960 
for the 1961 examinations are not required to submit case 
reports as prexTOusIy required to complete the Part 1 
exammation In lieu of this requirement, new candidates 
are required to keep in their files a duplicate list of hos¬ 
pital admissions as submitted woth their Tpphcabon, for 
submittal at the annual meebng in Chicago should the> 
become eligible to take the Part II (oral) examination 


Reopened candidates will be required to submit case re¬ 
ports for rexoew thirty days after notification of ehgibihtj' 
Exec Sec, Dr Robert L Faulkner, 2105 Adelbert Road, 
Clex eland 6 

American Board of Ophthalmologx Written Jan 23 
1961 Deadlme for fihng apphcabons was Jiilj 1 Oral 
Chicago, Oct 3-7 Sec, Dr Merrill J King, Box 236 Cape 
Cottage Branch, Portland, Maine 

American Board of Orthopaedic Surgerx Written and 
Oral, Part I Palo Alto, Cahf, Nashville, Tenn , Philadel¬ 
phia, June 19 20 Fmal date for fihng appheabon is Jan 1 
Written and Oral Part U Miami Beach, Jan 4-6 Final 
date for fihng appheabon was July 1 Sec, Dr Sam W 
Banks 29 E Madison St, Chicago 2 

Amebicxn Board of Otolarx-ncologx Oral Chicago, Oct 
3-6 Final date for filing appheabon was April 1 Sec, Dr 
Dean M Lierle, Unnersity Hospitals, Iowa City 

American Board of Pathologx Examination Indianapolis, 
Oct 20-22 Fmal date for fihng appheabon is Sept 15 
Sec, Dr Edward B Smith, 1100 W Michigan St, 
Indianapolis 7 

American Board of Pediatrics Oral Chicago, OcL 21-23 
Fmal date for fihng appheabon has passed Written New 
York City, January Fmal date for fihng appheabon is 
Dec 1 Sec, Dr John McK Mitchell, 6 Cushman Road, 
Rosemont, Pa 

American Board of Plastic Surgerx Entire exammahon— 
written, and oral and practical gixen in May of each year 
Final date for submitting case reports is January 1 Next 
exammabon to be gixen in New' York Cit>, May 14-16 
Corres Sec , Mrs Estelle E HiUench, 4647 Pershing Axe , 
St Loms 8, Mo 

American Board of Proctologx Oral and Written, Parts 
1 and III Philadelphia, Sept 17 Fmal date for filing 
appheabon was June 30 Sec, Dr Stuart T Ross, 520 
Franklm Ave , Garden City, N Y 

American Board of Psxchiatrx and NExmOLOGX New 
Y'ork, New Y'ork, Dec 12-13, New Orleans, Mar 20-21, 
and Chicago, Oct 9-10, 1961 Sec, David A Boyd, Jr, 
102-110 Second Ave , S W, Rochester, Mmn 

American Board of Radiologx Examination Cincinnab, 
Dec 10-13 Deadlme for fihng apphcabons for the June 
exammabon xvas Jan 1 Filmg deadlme for the December 
exammabon was July 1 A ^ecral exammabon m Nuclear 
Medicme (for those diplomates m Radiology or Thera 
peubc Radiology) will be offered pronded there arc 
sufficient apphcabons Sec, Dr H Dabney Kerr, Kahler 
Hotel Bldg, Rochester, Mum 

American Board of Subceri Written (Part 1), Vanous 
Centers, Dec 7 Candidates are urged to apply several 
months before completion of training requirements The 
closmg date for fihng apphcabons xvas August 1 Those com 
pletmg traimng requirements after September 30 cannot be 
considered for the December Part I exammation of the same 
year Oral (Part H)—New _Ha\en, Sept 26-27, Indian¬ 
apolis, OcL 24-25, Buffalo, *Nov 14-16, Nashxdle, Dec 
12-13, Philadelphia, Jan 16-17, Houston, Feb 13-14, 
Columbus, Ohio, Mar 13-14, New York City, Apnl 19- 
20, Portland, Ore, May 15-16, San Francisco, May 18-19 
Sec-Treas, Dr John B Fhck, 1617 Pennsyliania Blid, 
Philadelphia 3 

Board op Thoracic Surgerx Oral Oct 1960 Fiml date 
for filing appheabon is July 1 Sec . Dr M'm M Tuttle 
1151 Taylor Axe, Detroit 2 

Aaierican Board of XJroloos Written December Oral- 
Chntcal Chicago, February 1961 Exec Sec, Mrs Ruby 
L Gnggs, 30 Westwood Road, Mnineaiiolis 26 
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AMCUICAN MEDICAL ASSOCIATION Dr F J L Blnsmcnme, 535 
North Dcnrhom Sf, Chicngo 10, Exccufne Vice-President 
19G0 Clinical Mictinc, WasIiinKlon, D C, Noi 28-Dee 1 
1061 AnnunI Meeting New \ork Cit>, June 26-30 

1961 Climcnl Meeting Denser, Nos 27-30 

1962 Anmnl Meeting, Chicngo, June 11-15 
1962 Clinical Meeting, Los Angeles, Nos 26-29 
1063 Anmnl Meeting Atlantic City 

AMrniCAN 

I960 

Septenihcr 

Ami uicAN Acadfms of PioisTnics and Ami mess AcAiirMs oi- Grs- 
rwM, PnAciin,, Louisiss^ CnAiTNn, Rooscsclt Hotel Ness Orleans 
Sept 23 Dr Herbert B Itotliscliilcl 1520 Loiiisinnn Asc New Orleans 
15 Chnminn of Piiblieits Committee 

Ami lucvN Associstiov mw AsrroMmisi Mi ni< im Diiulioris Inn Dnr- 
Imrn, Midi Sept 19-20 lor inform ition ssrilc Dr II A rtniitr jr 
lIoW S ingtr St , Holilis \ M 

AMrnicsN Rocvtcen Has Socn ts Ambassador Hoti I Atlantic Cits 
Sipt 27-30 Dr C Allen Good Majo Clinic, Hoelicster, Minn, Secre- 
tars 

VMimcsN Soc iirrv or Ci.i\n si Pathoi ocists I’nlmtr IToii'i Clue igo 
Sept 24-Oct 2 Mr Clnndc L Mills 1-15 Laki Shon Drist Cfiitigo 
11 Lsocutisi Secrifars 

Cmnirro) Ami uicas Psaiioi ot ists IMlmtr Hoiim Cliic.igo Sept 21- 
27 Dr Aitlmr 11 Di irmg 2115 Pnidentul I'ln/i, Cbicigo Lsiciitise 
Director 

CoLOHAno State Mi ok m Sorirrs Stmlis Hotel Lsfes Pul, Sept 1-1- 
17 Mr Harses T Seflmnn 635 Itipiiblic Bldg Dciisir 2 Lscciitisi 
Sicrclars 

Diiassauf Mrnit al Sociits oi Heboliotli Del Sr pi Mr Lawn nee 
C Moms Jr 1925 lostnng \se SVilminglon 6 Del, Eseciitist 
Secret an 

Inti u-SociLTS CsTorors Council Palmer Ifoiisi Cliicngo, Sept 23-25 
Dr Paul A 5oungc, 1101 Heiieon St Brookbnt 16 Mass Seerctnn 

Ki NTUC K\ Stste Mfoicat Assotiation Lomssille Sept 20-22 Mr 
T P Sanford 1169 Eastern Parkssss Lomssille 17 K\ Fscctitisi 
Secrelars 

Mahmand Medical and CiiiiaiicieAi rAcuiTS oi riir State oi 
S emi mmial MectniL Octnn Cits Sept 16 Mr Jobn S ugeant 1211 
Citlicdral St Baltimore 1 Lvcciitise Seen tar' 

•Michksn Stste McntcAt Soc ii ts Detroit, sseek of Sept 25 Dr D 
Biucc Wiles 606 Tossnsend St Lansing 15 Mich Sccretaiy 
NrsNA MroicAL AssonsTioN Baxter Hotel Borimnn Sept 15 li 
r IVilbam E Hams U4 N Second, Lis ingstcm Mot~m Secret us 

DienSsa JamutiN, 
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jama, Sept iO^ 

Ami (III SN Association oi Medical Recoiid LinnAMAss OKs,., ® 
ScatUe, Oct 10-13 Mis, Don, Gleason. 840 N Lale ShoreS^f 
II Exccntisc Director 

Amliucan Association or Poison Conttiol CEvrEnr Pal,., n 
Cjiita^, Oct 18 Dr Harry C Shirley, 712 S 30th St 
Ala , Qiaimian Program Committee 
Ami nicAN Association ron -rue SuncEns or Tbaems Coitm ,i,i: 
Coronado, Cahf Oct 5-7 Dr tVillnm T Fitts Tr 3400 
Philadelphia 4, Secretary ’ 

Amfuican Coi i rrr op CAnniOLOca hiel Anditonam St 1 omi fu 
23 Dr Philip Reichert Empire State Bldg, Aen lorl I 
Director 

AMrmcAN Comer or CASTnoENTrnoLors, Bellesae Stralforf 
Philadelphia, Oet 23-26 Mr Daniel IVciss 33 W 60th St 
23 Lxecntisc Director 

Ami mi v\ Coirrcp or Suhceons Clinical Congress San Fi**^ 

Oct 10-14 lor information ssnte Dr AVjlliam E Adams 40 
St Clucago II 

Ami Hit AN EnACTUUP Association, El Presidentn Hotel Misicti,C} 
Mexico Oct 30-Nos 4 Dr If AV Wcllmerlmg 610 Gnnhfm Ba 
Bloomington, 111 , Exccutisc Secretan 
Asiinu SN HrsiiT Association Inc Jefferson Hole! St Lflau Oct. 

25 Afr Rome A Betts 44 F 23rd St Ness Jorh 10 EseciitaeDirti 
aAsimit AN OTOKUiNOLonc SocirTi roa PcAsne Suegehs Inc, Cetr^ 
Hilton Cine tgo Oct 9 Dr Joseph G Gilbert 73 Barberrv Lant Re}- 
Hiigbts L 1 Ness Anrh Sicritan 
Ami mcAN Piiniic Hiaitii Association San Francisco Oct 30-Vr i 
Dr Btrssan F Mnttison 1790 Broadssas Ness lorl. 19 EiftrL; 
Din ctor 

Ami nil AN Uiunoiocic SoeirTs Belmont Hotel Chicago Oct S. D- 
linluit \f Hansen, 3733 N Wheeler Asc Portland 17 On Secrtli." 
\niiuu an S( iioor Hiaitii Associstion San Francisco, Oct 30-\m t 
Dr A O DtWeese 515 E Mam St, Kent Ohm Exccatise Sccrtiei 
Ami nil SN SociCTa Or Anestiitsioi ocists Inc Slatler Hilton Vo 
Aork Cits Oet 2-7 Mr John M Andes 515 Btisse Ibn Part RiiJ 
HI 1 secwtisi Sicitlirs 

American Societt or Facial Plastic Subgert Chicigo Oct 13 D" 
Sanitii 1 M Bloom '”’3 h 83d St Ness Aork 28 Secretan 
a\\n HU AN Soi II TV or Piastic snd Reconstrlctise SemctHi Sbtlf 
Until Los Angiles Oct 2-7 Dr Dionias R Brmdiicnt 50S E 
liiiiple S lit Lake Cits, Secretars 

\iii/oN s A< vm stv ot CiNLRAi PiiACTicc HotcI A allei Ho Scollidilf 
All/ Oct 13-15 For informition ssnte Dr Arthur A Diidlcj Jr., b9 
North Norton Tnc,on An? 

Asmk lATioN 01 AMiniPAN MiDirsL Colleges Diplomat Hotel Holli 
ssoodBeicb F) i Oet 31-Nos 2 Dr AA'ard Darh s, 2330 «ia?e ^u, 

I s instim 111 Eveciitise Director 

Association oi Life Insluance AIipical Directohsof Asiliucs Slajiti 
Hilton Hotel Ness Aotk City Oct 19-21 Dr Ron! S Sdiaaf As<s 
Med Dir Pnidcnti si Insurance Co of Amenea Ncss-aik, N J 
Ansociaiion oi Medical Illustrators La Salle Hotel ChicWi Oct 
3-5 Miss Rost M Resnolds Dnis of Nchnski Colt of Med 4 na 
Dfwes Ise Omaha 5 Reeording Secretars 
Associstion ot AIii rrAnv Surclons of the Unjtld Siams Masn 
Hotil Uashmeton D C, Oct 31-Nos 2 Lt Col Gwirge M Beam 
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Phlebitis 

A Study of 979 Cases at the Boston City Hospital 

John J Byrne, M D, Boston 


D eath from pulmonary embolism continues ap¬ 
parently uninfluenced by the various types of 
treatment advocated during the past few decades 
In a recent autopsy study at the University of Michi¬ 
gan Medical School, pulmonary embolism played a 
significant role m the cause of death in 8 8% of 
4,391 autopsies during the period from 1945 through 
1954 Yet a clinical diagnosis was made m onlv 
7 1% of this group, and m only 19% were there 
signs compatible with deep venous thrombosis 
Rather than be dismayed by the hopelessness of 
such a situation, the authors nghtlv make a plea for 
greater awareness of this problem by tlie clinician, 
and a continuing study of the epidemiologic aspects 
of the disease, with a view to a more selective 
approach to piophvlactic therapy 
Until such time as more knowledge is available, 
howevei, much can be done to prevent fatal pul- 
monaiy’ emboli if all cases of clmical plilebibs are 
treated adequately In ordei to study tins aspect of 
the problem we previously reviewed 748 cases of 
phlebitis at the Boston City Hospital' During the 
past feu years, 231 additional cases were reviewed 
giving a total series of 979 cases which Inse been 
studied with regard to the effect of tlie vital statis- 


Pulmonary embolism continues to kill a 
large number of hospitalized patients Until 
adequate prophylactic measures are avail 
able, reliance must be placed on early diag 
nosis and immediate treatment of clinically 
detectable phlebitis This is particularly true 
for patients with heart disease, which is the 
most common and ominous condition pre 
disposing to thromboembolism Thrombo¬ 
phlebitis and phlebothrombosis are different 
clinical manifestations of the same patholog 
ical process end should be treated with 
equal vigor Carefully planned surgical vein 
interruption proved superior to anticoagulant 
therapy at the Boston City Hospital, particu¬ 
larly in the chronic predisposing states such 
as cardiac disease or hemiplegia Post 
phlebitic symptoms such as edema, varicose 
veins, and ulcers occurred as frequently after 
anticoagulant treatment os after surgery and 
appeared related to the extent of the initial 
disease rather than its treatment 


Dirt-clor Third (Boston Um\crsit\) Surjncnl Scinicc ind Bivireh Labontorr Boston Cits Hospilil Profc „r of Snn:nn Burton Unutrsilr 
School nC Modvemv 
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tics, piedisposmg diseases, clinical manifestations, 
and theiapy on the mortality from definite or highly 
probable pulmonary emboli Bishydroxycoumann 
(Dicumaiol) is used generally m this series to de- 



Age, se\, and deatli distnbution of 979 cases of phlebitis 


note vaiious agents afltecbng tlie piotlirombin tune 
Bishydioxycoumarm and phenmdione (Danilone) 
were the most commonly used agents 

Vital Statistics 

The incidence of this disease vanes gieatly from 
year to year when comi^uted per 1,000 hospital 
admissions 1943—13%, 1951—3 9, 1957—2 5, 1958— 
17 The changes piobably lepiesent tlie vagaries 
in diagnosis and collection of data rathei than true 
vai rations in the disease 

The age and se\ distribution of the entne senes 
IS presented in the figure As can be seen women are 
affected jiredominantly below the age of 40, no 
doubt due to the predisposing condition of preg¬ 
nancy In the middle years the disease is moie 
common m males, probably due to their mcieased 
incidence of arteriosclerotic heart disease, and in 


Table 1 -Relation of Age and MortahUj from Pulmonary 
Embolism m 979 Cases of Phlebitis 


Ako, ir 

1019 
20 20 
10 39 
10 19 
50 09 
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979 

190 
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the latei years women again are more predominant 

probably due to their longevity , 11 n 

^ The mortality uses widi the decade (Table 1) 
This does not necessanly mean that nioie emboli 
occur m later yeais, but rather that the emboli are 
Ipos toleiated by diseased hearts 

Table 2 demonstrates the piedisposmg diseases 
WI* concomitant mo.telity rate for the senes 


jama, Sept 10, I960 

Caidtac Disease —Two hundred eightv-tliree pa 
tients had significant heart disease as their pnmar)’ 
cause of admission One hundred forty-five re 
ceived conservative therapy, resulting in 72 deaths 
with a mortality rate of 49% Nmety-seven were 
treated witli surgical division and there were five 
deaths with a mortality rate of 5% Twenty-two 
were treated with bishydroxycoumann with 9 
deaths, 19 were treated with heparin with 4 deaths, 
giving an over-all mortality percentage for tlie 
anticoagulant group of 32% 

The significance of heart disease is more ominous 
when one studies the patients with other predispos 
mg diseases who also had associated heart disease 
If they are grouped with the primary heart disease 
patients, one finds that 169 (86%) of the 196 total 
deaths m this senes were in cardiac patients 

The primary and associated heart disease patients 
were compared to those witli no heart disease in flie 
231 recent cases (Table 3) The results clearly dem 
onsbate the seriousness of phlebitis when heart 
disease is present With anticoagulant therapy, tlie 
cardiac gioup has a mortality late of 32%, whereas 
patients with no heart disease but with equally 


Table 2-Conditions Predisposing to Phlebitis 


Condition 
Cntdlnc dl'cn'C 
Postopcruti\c state 
'rrarnna 
Idtopnthic 
Inicctlon 
Prefrnnncy 
Hemipicsin 

Jllscctlnncous diseases 
\nricose icins 
Cnnccr 

Totnl 


No Of 

No of 

Mortalltr, 

Cn'ses 

Deaths 

% 

283 

90 

32 

222 

39 

IS 

100 

8 

S 

71 

2 

3 

CO 

5 

8 

Cl 

2 

3 

52 

28 

jC 

44 

5 

11 

41 

4 

10 

33 

13 

39 

979 

190 

“0 


lous diseases had a late of 4% Suigery showed 
ate of 11% m the cardiac gioup and 47<> in the 
a-caidiac group It would seem that in patients 
;h normal heaits phlebitis can be treated success 
ly witJi eithei suigery oi anticoagulants, whereas 

th heart disease surgery' is much to be preletred 
Posfopcrafiue Cases—Two bundled twenty two 
tients developed phlebitis in the postoperative 
nod Fifty-seven leceived no treatment and U^re 
ire 33 deaths, with a moitahty late of 587o One 
ndred forty-five weie treated surgically, xviui 4 
aths and a mortality rate of 3% Sn were treated 
th bishydroxycoumann with no deaths, ana r 
;re treated with heparin watli 2 deaths, resulting 
an ovei-all anticoagulant mortality rate of lU/^ 
Table 4 lists the opeiations which ™ost com 
3 nly followed by phlebitis It is quite obvious th j 
. oueration is exempt from this complication, ho 
e majority seem to follow mtrapeutoneal surgety 
Hemivlema -Fifty-two patients who had hem 
fg^Soped phlebitis, with 28 
r!e received no treatment for th^ pWeto « 

I died givmg a mortality rate of 73% 

ere trkted surgicaUy, ivith no deaths Four ^ 

eated with bishydroxycoumann with three d 

9S 
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and two were treated with heparin with one death, 
giving an anticoagulant mortality rate of 66% 

This group IS a fascinating series in that pul¬ 
monary' embolism was unsuspected as the cause of 
death, and in every' case another cerebral vascular 
accident was suspected It behooves anyone treat¬ 
ing hemiplegic patients to be aware of this compli¬ 
cation and to institute surgical treatment as soon as 
there is any evidence of phlebitis m the involved 
lower extremity' 

Infection —Sixty-six patients developed phlebitis 
as a complication of infection, the most common 
being pneumonia (28 cases) followed by tuberculo¬ 
sis (20) and a miscellaneous group ranging through 
ulcerative colitis, septicemia, pyelonephritis, cellu¬ 
litis, and diverticulitis Twenty-five leceived no 
treatment, v>'ith tluee deaths and a mortality rate of 
12%, 29 were treated surgically with 1 death and a 
mortality' rate of 3%, 6 were treated with bishy- 
droxs'coumarin, with no deaths, 6 were treated with 
heparin, with 1 death, giving an over-all anticoagu¬ 
lant mortality' rate of 8% 

Pregnancy —Si\ty-one patients developed phle¬ 
bitis during or immediately after their pregnancy, 
and there were two deaths Twenty-two patients 

Table 3 —Relationship of Therapy to Cardiac Status 


in 231 

Cases of Phlebitis 
Heart Dl«ca«e 

No Heart Dlsen'-c 

Iherapy 

' No o( 
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received no treatment, with one death, foi a moi- 
tahty rate of 5%, 34 were treated surgically, witli no 
deaths, 2 with bishydroxycoumarm and no deaths, 
3 with heparin and one death The over-all anti¬ 
coagulant mortality rate was 20% 

Trauma —One-hundied-si\ pabents sustained var¬ 
ious forms of trauma, usually related to the lower 
extremiU' or pelvis Tlnrty-hvo received no treat¬ 
ment and there were seven deaths for a mortality 
rate of 22%, 63 were treated surgically, with one 
death, for a mortality' rate of 2%, 7 were treated 
with bishydroxycoumarm, with no deaths, 4 were 
treated with heparin, ivith no deaths 

Cancer—Thirty'-three cancer patients developed 
> phlebitis with 13 deaths Twenty received no treat¬ 
ment and there were 12 deaths for a mortality rate 
of 60%, 12 were treated surgically', wth 1 death 
for a mortality' rate of 8%, I was successfullv 
treated rvitli hepann 

Misce/ffliieous—Forty-four patients had a group 
of miscellaneous diseases rangmg through gastro¬ 
intestinal hemorrhage, peptic ulcer, nephritis, bili¬ 
ary tract disease, ruptured intervertebral disc, 
cirrhosis, and alcoholism In practically' every' case 
the patient was confined to bed Tuentv' received 
no treatment and there were four deatlis, for a 
mortaliti' rate of 20%, 20 were treated surgically. 


with 1 death, for a mortality rate of 5%, 3 were 
successfullv treated by heparin, and 1 was treated 
with bishydroxycoumarm 

Idiopathic —The interesting group of 71 patients 
with idiopatlnc complaints had no obvious cause 
for their phlebitis Tu'enty'-tliree received no treat¬ 
ment and 1 died, givmg a mortality rate of 4%, 
31 were treated surgically, with no deaths, 5 were 


Tablx 4 —Operations Predisposing to Phlebitis 



No Ql 

Operation 

Cases 

Hip ntUling 

SI 

Genitourinary surgery 

IG 

Gynecologic surgery 

10 

Appendcctomj 

14 

Colon «urgerj' 

14 

Hernia 

17 

BiUflT) surgery 

10 

Exploratory luparotomy 

24 

Ga'^trectomy 

IS 

Ml«ccIInneous 

DJ 


Totn! 222 

treated with bishydroxycoumarm, xvith 1 death, 
12 were treated with hepaim with no deaths, giving 
an over-all anticoagulant mortality' rate of 6% 

Varicose Veins-Forty-one patients had vancose 
veins and there were four deaths, xvluch occurred 
in 24 patients who received no treatment, 16 were 
successfully treated surgically and 1 xvas treated 
with bishydroxycoumarm 

Relation Between Clinical Manifestations and 
Mortality —In this senes the left leg was involved 
m 458 cases, the right m 334, with bilateral involve¬ 
ment m 187 

The phlebitis was classified according to the 
seventy' of the disease as follows grade 1 minimal 
calf tenderness or edema, grade 2 moderate to 
severe calf edema or tenderness, grade 3 thigh 
tenderness with no edema, grade 4 thigh tender¬ 
ness with edema, and grade 5 bilateral involve¬ 
ment Table 5 demonstrates the mortahtx' rate for 
each of these groups It is obvious that none are 
exempt from fatal pulmonary embolism It is true 
that those with minimal signs that are sometimes 
called phlebothrombosis’ appear to have a higher 
mortality rate, yet, as xve have indicated m our 
previous paper, the 28%> mortality' rate nath grade 4 
phlebitis, which is the most severe form and xvhich 


Table 5 —Relation of Fatal Pulmonary Emboli to Clinical 
Manifestations of Phlebitis 


Clinical Munifestution** Grade 

No of 
Ca«c8 

No of 
Pctltl)'. 

Mortality 

1 

CO 


48 


241 

31 

13 

3 


2< 

o,. 

4 

C3 

18 

2b 


111 

>1 

40 


could be classified as tlirombopblebitis, is not very 
reassuring 

Table 6 demonstrates tlie results of therapy m all 
patients It is obvious that xvith no tlierapv there is 
a high mortality' rate, but uith surgery it drops to 
2 8% and wntli anticoagulants to 18 6% It becomes 
apparent tliat in this group of patients surgerx' 
seems to have offered more m the prevention of 
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fatal pulmonaiy embolism than anticoagulabon 
With anticoagulants, hepaim appears to a better 
advantage than bishydroxycoumann 

The lesults of suigical treatment weie analyzed 
fuithei 111 1 elation to the findings at the time of 
super ficial or common femoral vein division 
(Table 7) In 330 patients there were no clots found 
in the femoral vein, and a bilateial superficial 

Iaultj 6 -Results of Theiapt/ m 979 Cases of Phlebitis 


JAMA, Sept 10, 
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femoral dn'ision was done, with only thiee deaths 
No postmoitem examination was obt<iined foi two, 
and they may veiv well have been due to some other 
mechanism than pulmonaiv embolism In the third 
case, however, there was tubeiculous ascites and 
the left leg was maikedly swollen but not tendei 
The iiatient had been treated with phenmdione, 
and following showeis of emboli, a superficial bi¬ 
lateral femoral division was done, and no clot was 
found It would seem that this case represents dis¬ 
ease in the pelvic veins secondarv to the infection 
m the peritoneal cavity, and in retrospect a vena 
ava division should have been done 
In 80 patients a clot was found m the superficial 
femoral region and easily leinoved, and there were 
three deatlis in this group One clot developed fol¬ 
lowing a hip nailing, and there was massive thigh 
edema in the others It would seem obvious that if a 
common femoral division had been done on these 
patients some may have survived 
In 22 patients the clot was adherent and no 
further therapy was instituted The six deaths that 
occuiied here made up the inajoi fatalities in the 
senes In nine patients the clot was adherent and 
was followed bv bishydroxycoumann therapy, with 
one death In an additional nine patients an ad¬ 
herent clot was treated b)' vena cava division with 
no deaths Three patients had primary vena cava 
division after failure with phenmdione and heparin 
therajiv, and there were no deaths 

One hundred fiftv-five patients were subsequently 
leadmitted to the hospital so that the presence or 
absence of the postphlebitic syndrome could be 
determined The postphlebitic syndrome occuiied 
in 73% of tlie patients who had had no treatment 
for the phlebitis With surgery, this dropped to 38% 
and with anticoagulants to 68% (Table 8) 

When the presence or absence of the postphle¬ 
bitic syndrome is studied with regard to the grade 
of clinical manifestations of the phlebitis (Table 9), 
it appears that when the phlebitis was confined to 
the areas below the knee (grades 1 and 2) the post¬ 
phlebitic syndrome occuiied m 40% whereas 
the phlebitis spread to the thigh (grades 3 and 4) 
the postphlebitic s>mdrome occurred m 64% 


Comment 


IS a 


This study again emphasizes that phlebitis 
serious problem The mortality rate is high at the 
Boston City Hospital because many of these pa¬ 
tients would have died of their predisposing disease 
legardless of the embolism Nevertheless, if one 
carefully looks for them, pulmonarj' emboli will 
be found much more frequently than commonly 
realized Coon and Coller ” found a gross incidence 
of 13 8% pulmonary' emboh m 4,391 autopsies over 
a three-yeai period, with about two-thirds of these 
playing a significant role in causing or contributing 
to death The fact that the Boston City Hospital 
senes covers a veiy piecarious population does not 
detract from, but rather enhances its use as an 
indicator for the best therapy of phlebitis 

Heart disease is certainly the most common cause 
of phlebitis However, even more important, is the 
gravity of phlebitis m the cardiac patient as em¬ 
phasized by the high rate of fatalities (86%) in 
this group It IS true that many of these would 
have died of then heart difficult^' anyway, but 
certainly not so pieinatuiely In 132 patients 
who had no heart disease but had other serious 
problems, the ovei-all mortality rate was 7% as 
compaied to the group of 99 patients with heart 
disease, m which the inortalit)' rate was 43%> If there 
was no heart disease, surgery oi anticoagulants had 
almost identical mortality rates, wheieas if there 
was heart disease patients taking anticoagulants 
had a deatli rate of 3270, as compaied to 117o for 
surgically treated cases Thus, m comparing senes 
from various hospitals, this fact must be taken into 
account 

Patients with hemiplegia demand special atten¬ 
tion to the possibility of phlebitis, since the clinical 
diagnosis of embolism w'as overlooked in the 28 
leported deaths Yet, as we have shown in a previ¬ 
ous study, these emboli always arise from the para¬ 
lyzed leg and can easily be prevented by propei 
suigical intervention’’ However, the clinical char¬ 
acteristics aie altered due to the diminution m 

Tabij. 7 —Relation of Fatal Pulinonaiy Emboli to Adherence 
of Thrombus at the Time of Surgery 


btiitub of I'lnoinlnis 

No clot 

Clot eiisllr lemoned 
Clot iidlieient (no furthei thelnp^) 
Clot ndlicrent bl=hjdrox\couinnrin 
Clot ndherent (t ena ca^ a di\ Islon) 
tena ea^n dhision 


No of 
Caso"! 

^30 

SO 

22 

') 

') 

i 


No of 
Doath-. 
3 
i 
b 
1 
0 
0 


Mortalltl 

/O 

09 
37 
271 
II 1 


sensory acuity which occurs with this disease, and 
one has to rely mainly on objective findings (edema, 
distended veins) in making phlebitis diagnosis 
Tins study again emphasizes that no distinction 
should be made between phlebothrombosis or 
thrombophlebitis except as different clinical mani¬ 
festations of the same process They both are asso¬ 
ciated with pulmonary embolism m varj'ing but not 
reassuring mortality rates 
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Anticoagulant therapy is apparently of value in 
preventing fatal pulmonarv emboli but is not as 
efBeacious as carefullv planned surgical tlierapy 
Heparin appears to have an advantage over bishy- 
droxycoumarin This is not unexpected since anti¬ 
coagulants do not dissolve thrombi but merely 
prevent their formation If they are given after 
clothng has begun, little can be accomplished as 
several recent experiments have amply demon¬ 
strated Borgsbom and colleagues" studied experi¬ 
mental thrombosis secondary to trauma and vein 
ligation and found that bishydrox-ycoumarm given 
at the same time as traumabzation and ligabon had 
no effect on thrombus formation, whereas if given 
two days prior to trauma the number of thrombi 
formed was reduced by one half Hepann was of 
more value when given m doses exceedmg those 
used in clinical practace When given before trauma, 
thrombus formabon occurred m 15% of the prepa¬ 
rations, when given six hours after trauma, in 25%, 
when given 12 hours later, 70% 

The superiority' of heparm over bishydroxy'- 
coumarin was also ex-perimentally demonstrated bv 
Williams and Carey ^ who produced standard 
thrombi with an electric current and found tliat 
bishydroxycoumarm only slightly affected tlirombo- 
sis, whereas heparin entirely prevented it 

Surgery' still appears to be the treatment of choice 
in preventmg death from pulmonary embolism In 
planning therapy however, one must take into ac¬ 
count such factors as the site of tlie phlebihs, the 
source of the predisposing disease, the findmgs at 
operation, and the course of the disease following 
venous mterniption 

If phlebitis is confined to the lower leg, a bilateral 
superficial femoral division offers excellent protec¬ 
tion, if It IS in the thigh, a common femoral division 
IS needed if in the groin or higher, a vena cava 
division Following surgery early ambulahon should 
he begun whenever possible 

Since there is often a poor correlation between 
the clinical signs and the presence of thrombosis, 
the operative findings at the hme of femoral ex'plora 
tion should be a further guide to treatment If the 
clot IS adherent, something further must be done, 
cither anticoagulant treatment or vena cava division 


Table 8 ^Relation of PostphlebtUc Syndrome to Therapy 


Thcnipj 
No trcntinciit 
Sururs 
\ntlconj,ulonte 


\\ ith Syndrome 


No of (. u-es ,— 
Followed 

No 

—^ 

% 

41 

30 


73 


30 


3b 

1 f 

13 


OS 


lotnl 


The safest is apparently' vena cava division, but 
there are conditions where this is not possible, such 
as in patients with severe cardiac disease who \s ould 
not tolerate the operation or a pabent uath a mas- 
si\'e puhnonarx' embolism xvho similarly could not 
tolerate the anesthesia necessary' to perform a vena 
cava du'ision As evidence of such massive em- 
holism we relv on the S-T segment changes in the 


electrocardiogram or the presence of tricuspid 
insufficiency ® 

A final guide to tlie level of vein chvision may be 
the locality of the predisposmg disease If tlie 
causative process was tliigh trauma such as a 
femoral fracture, the common femoral vem must be 
divided even if the signs are entirely m the lower 
leg If tlie process xvas a fracbired pelvis, a x'ena 
cava division must be done 

Table 9 —Relation of Postphlebitic Syndrome to Clinical 
Manifestations of Phlebitis 

Clinical No of Ca‘«e‘i No "With Po«:tphlel)ltic 

Manifestation Followed Syndrome S\ndrome % 

Grade'; 1 and 2 8 34 40 

Grades 3 and 4 70 4 » 04 

'total 1 79 51 

Aftei surgical division has been performed, the 
progress of the phlebitis must be carefully' watched 
At any suggestion that it is spreading bey'ond die 
protective confines of the operation, anbcoagulants 
should be started to see if the process can be 
checked If it does not, a vena cava division should 
be performed 

Should pregnancy cases be treated differently'^* 
There is a growing tendency to treat these with 
anbcoagulants and to postpone a vena cava division 
unhl there is a premonitory' embolism Since this is 
a young group of patients, usually without heart 
disease, such a regime offers much protection It is 
also predicated on the assumption that all such 
cases begm m the pelvis and that femoral vein divi¬ 
sion would be useless This is not a valid assump¬ 
tion, howevei, and many of these patients develop 
phlebitis m the lower extremity' just as in the other 
predisposmg states and probably should be treated 
according to the method outlined This is manda¬ 
tory if the patient has heart disease of any type 

The development of tlie postphlebitic syndrome 
is an important factor to consider, y'et, it should not 
outweigh the importance of preventmg fatal emboli 
Our results mdicate that patients who xvere treated 
suigically seem to develop less of this syndrome 
than those with anticoagulants Sixtx'-txvo percent 
of our patients who could be followed had no 
sequelae of note, and this is almost idenhcal to a 
larger series of patients treated v'lth hepann alone ’ 
1 feel confident that the development of this sy'n 
drome is a function of the extent of the phlebitis, 
and therefore, an effort should be made more often 
to lemove such thrombus at the time of surgery' 
folloxx'ed by the use of heparin to prevent its refor¬ 
mation It may be tliat heparm or a fibnnoly'sm 
should be used locally at the time of surgerx' 

Summary 

Nine hundred sevenh'-nme cases of phlebitis 
have been reviewed with regard to Mtal statistics 
predisposing diseases, clmical manifestations, 
therapv, and prognosis The most ominous predis¬ 
posing factor IS cardiac disease, not onlv because it 
IS so often associated uath phlebibs but also because 
the diseased heart tolerates embolism so poorK 
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Special note sliould be made of the hemiplegic 
gioup since pulmonaiy embolism not infrequently 
causes death It is usually not diagnosed and can 
be icadily pi evented Phlebothiombosis and thiom- 
bophlebitis aie diffeient clinical manifestations of 
the same piocess and should be heated similaily 
Carefully planned suigical vein division, at times 
aided by anticoagulant theiapy, oflFeis moie pio- 
tection than anhcoagulant theiapy alone The 
course of the postphlebitic syndiome depends on 
extent of phlebitis lathei than type of tieatment 

818 H inison A\e (18) 
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Long-term Outpatient 

Antieoagulation Therapy 

Foul Yeais’ Expeiieiice In Geneial Piactice 

Jamos J Nora, M D Cambridge, IFis 


T he value of antitoagulahon m the therapy 
of acute coronal y occlusion has been leason- 
ably well established and accepted The usefu- 

ness of this pioceduie m P*- - --Ji' 
artery disease has also been indicated It is th 

pmposc of this lepoit to suggest not V 

C1CV of .inticoagulahon in piopliylays but also to 

S- the snuphet,. of tins fo.m of management 
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Results of treatment with anticoagii 
lants More studied nr 60 persons with 
disease of the coionaiy arteries Among 
26 patients, during a period when thev 
ivcic not receiving anticoagulants, there 
rverc 14 myocardial infarctions hive 
iiaticnts from this gioup were then addef 
to a group of 34 patients rcceiAung long 
leini anticoagulant theiapy The niain- 
lenancc dose of waifarm soduun langed 
liom 15 to 140 mg pei week divided 
into daily doses The aim uas to keep 
,hc patient’s piothromhm between 

25 and 35 seconds Among the 39 patie 
so treated there iveie no infaictions dm 
the period of treatment Tlrese ob¬ 
servations shoivcd not 

coagulant therapy reduced the p oba 
Inhty of myocardial infarction in thc.c 
atients hut also that it can he earned 
m.t, along n.tb •!>» 

Inn tunc dcte.nnnat.ons, as pa.t ol le, 
lax office practice 




Vol 174, No 2 


ANTICOAGULATION-NORA 


119 


tion to the medical armamentarium in the therapy 
of thrombo embolic phenomena 

Although complete unanimity of opinion on the 
indications for the use of anticoagulants in the 
therapy and prophylaxis of coronary thrombosis 
does not exist, it exceeds the scope of this report to 
discuss the varied opinions on this sub)ect Cer¬ 
tainly one of the significant deterrents in the man¬ 
agement of patients on anticoagulation regimens, 
especially long-term, has been hemorrhage Keyes, 
Drake, and Smith,‘ in their senes on long-term 
therapy with bishydroxycoumann (Dicumarol), re¬ 
ported hemorrhagic complications in 42 1% of their 
patients Of these, they evaluated 13 2% as major 
bleeding problems While they considered anti¬ 
coagulant therapy of definite value, they stressed 
caution in the use of bishydroxycoumann and fur¬ 
ther believed that a team well trained in anti¬ 
coagulation and a well-equipped laboratorx' were 
necessary in the use of this therapy 

Personal experience with bishydroxycoumann 
supports this conclusion Great difficulties attended 
efforts to maintain ambulatory outpatients on bis- 
hydroxycoumanii in a general practice in a rural 
area of Wisconsin However, exj^nence with war¬ 
farin sodium has been so rewarding that it seemed 
to merit a report The results of observations on 60 
patients may provide encouragement to otliers to 
make more use of a potentially beneficial regimen 
Although it IS important to emphasize the cautions 
which must be exercised in die use of warfann 
sodium and other anticoagulants, it should be 
recognized that anticoagulation therapy xvith war¬ 
fann sodium for outpatients is an office procedure 
which can be adequately controlled by the inter¬ 
ested and informed physician who has a basic 
office laboratory 

Loughridge ° reported on long-term anticoag¬ 
ulant treatment in 12 patients He stated, after 
perusing the literature and finding only one paper 
by a general practitioner on long-term anticoag- 
ulation therapy that he must conclude “general 
practitioners therefore do not use long-term 
anticoagulants, or are remarkably reticent about 
their results ^ This challenge xvas sufficient to 
overcome personal reticence in reporting the pres¬ 
ent series 

Materials and Methods 

Sixty persons with established coronary aitery 
disease seen m a general practice in rural Wiscon 
sin constitute the patients in this study These pa¬ 
tients are divided into four groups 1 Sixteen pa¬ 
tients with symptomatic angina and electrocardio¬ 
graphic changes consistent with the diagnosis of 
angina (the electrocardiograms were evaluated not 
only bv the author but by bvo universitv' cardiolo¬ 
gists), these 16 patients received no anticoagulation 
treatment and are referred to as tlie ‘angina un¬ 
treated group 2 Fifteen patients wath angma 
and electrocardiographic changes wdio receix ed 
anticoagulation tlierapy, this is the ‘ angina treated’’ 


group 3 Ten patients w’ho had sustained prexaous 
infarction and did not receive long-term anbcoagu- 
lation therapy, tins is the “postinfarct untreated” 
group 4 Tw'enty-four patients wffio w^ere placed 
on long-term anticoagulation tlierapv after sustain¬ 
ing a myocardial infarction constitute the ‘post- 
mfarct treated’ group 

It will be noted that the total number of patients 
in the four groups is 65 Five patients w'lth angina, 
W'ho were observed for a significant period of time 
(6 to 16 months) without anticoagulation therapy, 
subsequently had infarction and were tliereafter 
carried on at least 24 months of anticoagulation 
therapy These five patients are represented m both 
the ‘angma untreated ’ and the “postinfarct treated” 
senes 

The longest penod of observation in the study 
was 55 months The longest period of therapy was 
50 months and the shortest period 24 months 'Tlie 
only patients observed for less tlian 24 montlis were 
tliose who died before that time but were under 
study until their deaths and those five patients in 


Results of Studij of Sixty Patients Treated with 
Anticoagulation Therapy in General Office Practice 
over a Four-year Period 







Results 





Period r 




- 




of 6t> 


Infnrct 





A\c 

Ferni 

Livink 

"With 




Totnl Alc 

tIon 

and 

out 

Jnfnrct 

Other 

Group 

No 

Tr 

Mo 

’Well 

Death 

Death 

Death 

Aiutnn iiDtrcHted 

30 

05-4 

20 4 

2 

S 


3 

\n«lnn treated 

15 

57 2 

S4 8 

1 

0 

0 

0 

Po^tmfaTCt 








untreated 

10 

03 3 

So3 

7 

3 

9 

0 

Po tinfaict treMeU 

24 

02 4 

SOo 

I® 

0 

{) 

1 


the “angma untreated group wdio had infarction 
and were transferred to the ‘postinfarct treated 
group 

The average age of the patients m tins study 
was 62 4 years The average penod of observation 
or treatment was 30 5 months A total of 1,983 
patient-months of observation or treatment w’as 
recorded Of the 60 patients only 7 w'ere w'omen 
The average age and average period of obserx’a- 
tion for each group of patients is recorded in the 
table Tlie age range for the entire group w'as 41 
to 84 years 

All patients in the anticoagulation tlierapy grouji 
and the nonanticoagulation therapy group were 
asked to be checked with similar frequency, were 
maintained on low'-cholesterol diets wuth added 
unsaturated fatty acids, had serum cholesterol de¬ 
termination wadi equal frequency, and received 
vasodilators Furthermore, all patients recened 
similar instructions as to the regulation of their 
lives in the face of their illness, and when indi¬ 
cated, received w’cight reduchon regimens, anti- 
hjqiertensive agents, and diuretic-s 

In the group w’hich did not receive anticoagula- 
tion therapv the frequenev of office examination 
admittedly fell somewhat behind those who did 
receive therapv m some instances, despite similar 
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appointments being made On the othei side of 
the balance, low-cliolesteiol diet was not as iigidlv 
emphasized in the heated gmup as in the conhol 
gioiip It IS felt that, with the above leseixation 
the two gionps aie as similai and as well con- 
h oiled as is possible in an office piactice 
The maintenance dosage lange of waifaiin so¬ 
dium vaiied considciably with the patient, fiom 
15 to 140 mg pel n^eek dnnded in daily doses as 
feasible, but with no moie than one day between 
doses The initial method of anticoagulation de¬ 
pended on u'hethei the patient was m the hospital 
or m the office In the hospital, an initial dose of 
50 to 75 mg was given and followed closely with 
prothiombm time deteimmahons daily oi eveiy 
othei day as indicated, until a successful mainte¬ 
nance leyel was i cached (usually 5 to 10 mg pei 
day) The fiequencv of prothiombm deteiminations 
was then spaced to \\'eekly, biw'eekly, and even¬ 
tually monthly No attempt has been made to ex¬ 
tend the prothiombm tune evaluations bevond the 
monthly basis 

If the patient initially leceived anticoagulation 
treatment in the office, a dosage schedule of 25 mg 
of warfarin sodium pei day was instituted, with 
piothiombin times determined daily oi eveiy othei 
day as indicated until an adequate theiapeutic 
level was reached Then a maintenance dosage 
would be detei mined and the patient followed as 
before, eventually with monthly measuieinents of 
piotlirombin times 

We stiive foi a piothiombin time range of no 
less than 25 seconds and no moie than 35 seconds 
Patients have been studied month aftei month with 
prothiombm times vaiymg fiom only 25 to 30 sec¬ 
onds and no moie I think that this stabilit), with 
waifaiin sodium, extends the applicability of anti- 
coagulation thciapy to many fiom xs’hom it might 
have pieroously been withheld 

As to the actual method of detei mining piothroni- 
bin times in the office and the inateiials mvolx'ed, 
a brief description will be given The only equip¬ 
ment leqimed, in addition to the leagents and the 
test tubes, is a centrifuge which is alieady piesent 
in most offices, a constant-tempeiatuie watei bath, 
and a stopwatch These pieces of equipment can 
be obtained foi a total cost of less than $250 The 
reagents lequired aie thromboplastin extract (Sini- 
plastin) and 01 M sodium oxalate solution 

Foi efficiency in office piocedvire, individuals on 
long-teim anticoagulation therapy aie given con¬ 
secutive appointments on the same day, latliei than 
being seen at iiregulai times dining the week The 
patient is taken by the muse into the laboiatory 
before being examined by the physician A veni¬ 
puncture is pel formed, 4 5 ml of blood is with- 
draxvn and placed immediately into a clean cen¬ 
trifuge tube containing 05 ml of 01 
oxalate The tube is promptly centrifuged for 10 


minutes at 1,700 rpm, aftei which clear plasma is 
diawn off and placed into another clean test tube 
m the water bath 

The test tube of plasma and two test tubes con 
taming 0 2 ml of the thromboplastin extract solu 
tion are put m tlie water bath at 37 C for 10 mm 
ntes Then 01 ml of plasma is inserted into the 
0 2 ml of the thromboplastin extract solution Si 
multaneously, the stopwatcli is started Alteniahve 
metliods of agitation of the solution may be used 
Some use a no 22 nicochiome wiie loop stirrer 
with use of two sweeps per second through the 
solution until clot formation In this study the tilt 
tube method urns used, the tube is gently rotated 
against a fluorescent light background until clot 
foimation was visualized The end-pomt is quite 
distinct Tlie pioceduie is lepeated foi control 

After tlie piotlirombin time has been obtained, 
the patient is seen bv the physician who examines 
him, evaluates his cardiovascular status, and pre- 
sciibes a dosage schedule of warfann sodium for 
the next month which is based on the prothrombin 
time obtained that day 

As to control, many laboiatones make two pio 
thrombin deteiminations on each patient at once If 
.1 diffeience of moie than tsvo seconds exists, more 
times aie detei mined until agreement is reached 
We ha\’e found that the degiee of agreement is a 
function of exiienence with the test With the m- 
cieasing facility of the individual performing the 
test, the agreement becomes quite consistent An 
additional control may be used by making a test 
on a “normal” patient each day tlie prothrombin 
times are evaluated 

Tlie tluomboplastin extiact has pioved to be very 
satisfactoiy m oui expeiience It is standardized by 
bio-assay on noimal whole and dilute human 
plasma The lots, which aveiage 13 ±1 seamd on 
noimal whole plasma, aie the only lots approv'ed 
for use If the physician follows tlie enclosed recom¬ 
mendations and du actions of the manufactuier, no 
difficulties or maccuiacies should be anticipated 
Variations on this method of determming protlirom- 
bin tunes will be found in standaid laboratory 
manuals and m the hteiature Any adequately con¬ 
trolled method which the physician feels is adapt¬ 
able to ins office laboiatory may be used, and, when 
available, outside laboiatoiies would piobablv be 
piefeiied 

Discussion and Results 

The hist purpose of this lepoit was to suggest 
the simplicity of long-term anticoagulation therapy 
as an outpatient office procedure Thu ty-nine pa¬ 
tients liave been managed foi a maximum ot 5 
months and a minimum of 24 months on outpatien 
anticoagulation therapy by the methods piesented 
Twenty-six patients (five patients appearing m > 
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groups) served as controls, not receiving anticoag- 
ulation therapy 

The reasons for selecbon of pabents for anti- 
coagulahon therapy should be menhoned Early 
patients in this senes were more often managed 
without anticoagulants than with them, unhl the 
technique became better established and the effi- 
cacv of this therapy became more obvious to the 
author Subsequently anbcoagulation therapy was 
offered to all patients, old and new, who had no 
serious contramdicabon to beatment, e g, cirrhosis, 
pepbc ulcer, or unreliability Some pabents be¬ 
lieved that they were doing well on their present 
regimens and declined the therapy, others were re¬ 
luctant to undergo therapy for a vanety of reasons 
and w'ere not pressed to do so 

Those w'ho received anbcoagulation therapy 
early in the series were beated with bishydrovy- 
coumann (Dicumarol) Frequent minor and major 
bleeding episodes made maintenance on this drug 
disbessing to doctor and patient alike Some had to 
abandon tlierapy enbrely until warfarin sodium 
became available The prothrombin hme of pa¬ 
tients taking bishydroxycoumarm had to be eval¬ 
uated at least w'eekly, and wide variabon w'as ob¬ 
tained with cautiously controlled doses 

With the availability of warfarin sodium, those 
patients who had had to stop anhcoagulabon ther¬ 
apy with bishydroxycoumarm were beated with 
the new drug and all other pabents were bans- 
ferred to warfarin sodium The results were so 
favorable that the drug was then offered to all pa- 
hents with coronary arterv disease in whom there 
was no significant conbaindication Even the cri¬ 
teria for conbaindication were revised Two pi- 
tients with peptic ulcer, established by \-ray, have 
been beated with warfarin sodium for over bvo 
years It must be immediately pointed out that two 
other patients, less reliable and having peptic ulcers, 
have not been offered this anbcoagul ibon therapy 

Those patients beated with wnfann sodium, 
after their initial period of anticoagulation therapy, 
have been maintained without incident on monthly 
prothrombin time evaluations performed in the 
office There have been no major bleeding episodes, 
and only a small number of minor episodes, so 
insignificant that to make then etiologj^ attribut ible 
to the drug is almost debatable 

The cautions in the use of any diug for long-term 
anbcoagulation therapy are once more emphasized 
Careful, constant, laborator}' conbol and a well- 
informed physician are absolute prerequisites to 
this form of tlierapy 

As to the choice of laboratoiy facilit)% those phy¬ 
sicians who have convenient access to an outside 
laboratory may well prefer to use such a facility 
Since the nearest hospital was 10 miles away, it w is 
found advantageous if not imperative for me to 
perform the prothrombin determin ibons in the 


office Whether the physician or an office assistant 
performs the prothrombin tests, when the office 
laboratory is used, depends on the skill and bain- 
mg of the individuals involved 

No previous menbon has been made of the metli- 
od for handling major or minor bleeding problems 
which may result from anbcOagulabon therapy It 
lias been more than a year since bleeding of any 
kind has been reported to the author by any of tlie 
pabents in this series The method of handling tlie 
bleeding frequently experienced by those using 
bishydroxycoumarm early m the series was to ob¬ 
tain 111 immediate prothrombin determination If 
the prothrombin time was found to be prolonged 
and the bleeding significant (liemabiria, hemoptysis, 
hematemesis, melena, or severe epistaxis), an in¬ 
travenous or inbamuscular injecbon of 75 mg of a 
sviitliebc vitamin K product would be administered 
Prompt remission of the bleeding episode would be 
noted in 1 to 12 hours When the bleeding was less 
severe, disconbnuabon of the anticoagulant unbl a 
safe prothrombin level was achieved would be m- 
stihited Establishment of a new dosage schedule 
md an appropriate prothrombin range would then 
be undertaken 

What constitutes a therapeubc prothrombin time 
range warrants some attention Bemg aw ire of the 
often-accepted level of 30 to 40 seconds, I always 
attempt to keep hospitalized patients in this range 
The outpatients in this series were, however, kept 
in the 25-to-35-second range We sbove for 30 
seconds but 25 seconds xvas accepted, and a level 
above 35 seconds xvas sbenuously avoided in pa 
bents xvho had prothiombin determinations onlv 
eveiy month 

Comment 

The second stated purpose of this report xvas to 
emphasize the efficacy of long-term anticoagulation 
in coronary artery disease The experience reported 
by others xvho favor this form of therapy is groxvmg 
The table emphasizes the rather dramabc results 
obtained xvith long-term anticoagulation therapx 
Of 24 patients beated for at least bx^o years after 
mfaicbon xxath anhcoagulants, no deaths or subse¬ 
quent infarcts have occurred Txx'enty-three of the 
patients are still alive, one died from a cause unre¬ 
lated to coronary arterx' disease Ten patients xvere 
studied after infarction xvithout anticoagulation 
therapy over the same period that the beated group 
XV IS studied Of these 10 pabents, 7 hax'e experi¬ 
enced no further difficult^', xx’hile 2 have died of 
mfirction, and 1 pabent has sustained txvo more 
inf ircts and shll surxaves 

The results m tlie mgina group are ex'en more 
sbikmg Of 15 pabents xvith symxitomatic mgma 
md electroc irdiographic confirmation of coronary 
irterx diseise xxdio haxe been on bvo or more years 
of anbcoagulihon therapx, all 15 are living and 
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well None has sustained an infarct In the group 
of 16 untreated patients with symptomatic angina 
With compatible electiocardiograms, only two are 
living and well Three patients died of causes othei 
than coronal y aiteiy disease Eleven of the 16 pa¬ 
tients, howevei, sustained infarcts, and three of 
these patients died from acute myocardial infarc¬ 
tion 

A startling lack of success in the "angina un- 
tieated” gioup is apparent I recognize that the 
ingh moibidity and mortality in this gioup, with 
the tiaditional forms of management, may be con- 
sideied excessive by some There is no ready ex¬ 
planation for this It will be reiterated that, except 
for anticoagulation, the management m all groups 
was as similar as could be obtained The period of 
obseivation in this group is also significantly shortei 
than in the other thiee groups Although 24 months 
was selected as the aibitraiy minimum period of 
.mticoagulation, all patients who weie under man¬ 
agement for coioiicuy aiteiy disease without anti- 
coagulation therapy are included in this senes It 
should be immediately slated that no patients re¬ 
ceiving anticoagulation tieatment from me foi less 
than 24 months (as well as those included in the 
senes) have suffeied infaiction In the angina un¬ 
treated” gioup, howevei, many patients were not 
observed for a minimum of 24 months because they 
either did not suivive that long or sustained infaicts 
and were tiansfeired to the “postinfaict treated 
group 

Although the enterla foi coionaiy aiteiy disease 
m the “angina treated” and “angina untreated 
groups weie similai, the table shows the average 
ages of these two groups to form the lowest and 
highest average ages, lespectively, in the series 
No explanation foi this is apparent to me, and no 
significance has been attached to this age diffei- 
ential 

Admittedly the period of observation on these 
patients is shoit and the senes is small The sub¬ 
jects of the senes are as well conti oiled as can be 
leasonably expected m a general practice The con¬ 
trol falls shoit of hospital control, but this sliort- 
coming may be an asset m that if this legimen evei 
has extensive application it would be undei condi¬ 
tions similai to those m this study 

Firm conclusions on the value of tins foim of 
therapy, especially in preventing the fiist infaict in 
angina patients, await largei, longei-term, more 
definitive studies Until such studies aie reported, 
one might be pennitted to conclude from this study 
that, undei the conditions presented, long-term anti¬ 
coagulation may have a place in the tieatment of 
angina patients as prophylaxis against a first infarct 

Summary 


Sixty patients with established coronary artery 
disease were followed as outpatients m a general 
practice for a maximum of 55 months Thirty-nme 


patients were earned on long-term anticoagulahon 
therapy for a minimum of 24 months and a man 
mum of 50 months Twenty-six patients were fo] 
lowed on legimens identical to the experimental 
group except without anticoagulation therapy Five 
patients are represented m both the treated and 
untreated group to make the total 65 The anti 
coagulation treatment, including protlnombm time 
determinations, was conducted as an of&ce proce 
dnre bv myself m a general practice 

Of the 39 patients on anticoagulahon therapy 
15 suffered from angina and had electiocardio 
giaphic confirmation of coronary artery disease 
The lemammg 24 patients had already sustained 
infarcts piior to anticoagulation In this gioup, 38 
of tlie patients aie still alive, one having died from 
a cause other than heait disease No mfaiction has 
vet occuned in the group undei anticoagulation 
tieatment Of the 26 patients xxdio did not receive 
anticoagulation theiapy 16 had angina and 10 had 
sustained previous infaicts In the angina group, 
11 had infaicts dining the course of the study and 
3 died of infaiction Three othei patients in tlie 
gioup also died, but then deaths weie not attribut¬ 
able to mfaiction In the gioup of 10 who had 
piex'iously sustained infaicts, 3 sustained subse¬ 
quent infarcts and 2 of these died of acute in- 
faictions 

Long-term antico.igulation tlieiapy is feasible as 
m office procedme It may have a place in the 
theiapy not only of the patient ndio has already 
sustained an infaict but also of the patient with 
estabhslied coionaiy aiterv disease who has not 
x'et had infaiction 


Dn Ch.ijJes Crumpton incl George M iwvell of the Uni- 
versitv of Wisconsin Cardiovascuhr Laboratory, Nfaclison, 
aiclccl tins study 
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Present Status of the Treatment 
of Hypertension 

Donald A Ditpler, M D , Richard J Greemvood, M D, and John T Connell, Philadelphia 


T he purpose of tins paper is to present in 
simple, practical form the present status of 
the management of essential hypertension There 
has been so much research m this field in the last 
few years and so many papers in the hterature 
that we believe a summary of the problem is m 
order from die vieu'pomt of die clinician who sees 
patients regularly in the office and the clinic 
Medical progress has now reached the point 
where most hypertensive disease can be controlled 
if it IS discovered early We are confident that the 
advances m the management of this disorder are 
presently increasmg life expectancy In order to 
handle this problem mtelhgently, the practicing 
physician must have a concept of hypertensive dis¬ 
ease and a knowledge of the drugs available To 
maintain continuous therapy die medicaments 
should be free from unpleasant as well as harmful 
side-effects Finally, m accord with the concept 
that we control elevated blood pressure and do not 
cure it, the physician must practice the art of med- 
icme enough to convince the patient, although he 
may be asymptomatic, to continue on long-term 
management 

Basic Concepts 

What IS elevated blood pressure^ There are diose 
who question the value of blood pressure determina¬ 
tion ’ From the viewpoint of the clmician this is 
academic, the important point is that he is dealing 
Math hypertensive disease and not just pressure 
readmgs Before treatment the patient should be 
evaluated carefully as to the status of his symp¬ 
toms, if any Base line determmations of the con¬ 
dition of his heart, kidneys, and eyegrounds should 
be made Pertment studies are determination of 
heart size, electrocardiogram, phenolsulfonphthal- 
em excretion, blood urea nitrogen level, urinanaly- 
ses, and blood hpid determmations There is no 
good arbitrary figure for normal pressure range, 
but the physician must use some gmde We consid¬ 
er a patient who has a consistent pressure of 150 
to 160 mm Hg systolic and 100 mm Hg diastolic 

Assistant Professor of Cardiolog> and Chief of Cardnc Clinic Gnd 
uate Hospital (Dr Dupler) and residents in Medicine {Dr Green 
v.ood and Dr Connell) Graduate School of Medicine Uni\ersit> of 
Penns>l\ anm 


Most liYpei tension can he controlled if 
treatment is begun earlj and continued 
on a long-term basis Fortj-mne patients 
mth blood pressures of 170/100 mm Hg 
or greater neie studied AU received 
reserpine, 39 nlio failed to evliibit an 
adequate response had hydrochlorothi¬ 
azide added Ten patients xvho did not 
respond to this eombination nere given 
hydralazine in addition, three had an 
excellent response, five good, one fair, 
and one none No significant side effects 
were caused by reserpine Reactions to 
hydrochlorothiazide included nausea, 
lightheadedness, and mild skin rash One 
patient had skin rash, joint pain, and an 
elevated blood urea nitrogen level due to 
hydralazine, which had to be discon¬ 
tinued Patients who do not respond to 
this combination of drugs may improve 
mth the use of ganglionic blocking 
agents or guanidine sulfate Experience 
Mitli the latter is too small to tv arrant 
e\ aluation 


to be mddly hypertensive Other factors must be 
appraised such as age, sex, family historj', weight, 
emotional stress, and salt mtake 

Are office blood pressure determinations of val¬ 
ue? All physicians Imow they vary markedly, how¬ 
ever, they do give some knowledge of the range of 
pressure When combmed unth the other objective 
findings mentioned abox'e they are important m 
the management of the patient Office blood pres¬ 
sure determmations continue to be necessary^ but 
they should be viewed in their proper perspective 
When should treatment be given^* It is generalh 
believed that patients Mali remain freer from vas¬ 
cular disease and have a longer life if blood pres¬ 
sure IS mamtamed xxntliin or near the normal range “ 
The patients xxntli sxTnptoms due to hx'pertension 
should be treated, as well as those xxitli objechve 
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abnoimalities due to elevated piessiues such as 
enlaiged heai ts, left ventiicular hypei trophy 
proved by electiocaidiogiaphic examination, and 
letinopathy Theie remains a laige gioup of pa¬ 
tients \^uth vaiiable degrees of hypertension who 
have mild occasional symptoms or none at all, and 
no objective findings We realize the objections, 
but, believing that some sort of cnteria is neces¬ 
sary, \ve think patients whose blood pressure is 
consistentlv 150 to 160 mm Hg systolic and 100 
mm Hg diastolic oi above should be heated 
Patients who aie oveiweight should reduce A 
practical low-sodium diet should be followed 
Diets containing 200 mg of sodium daily ovei a 
long-range period aie unieahstic for the average 
patient Such a diet may be possible foi the seveie 
hvpeitensn^e patient with disabiht)' M'ho is psycho¬ 
logically 01 rented, but even he should follow it foi 
only a short time In view of modem drugs, such 
diets are no longer necessaiv 


Clinical Study 


On the basis of these concepts a clinical studv 
ss'as made Thiit\'-nme patients weie selected from 
the Cardiac Clinic of the Graduate Hospital of 
the Univeisity of Pennsylvania and from the priv¬ 
ate piactice of one of us (D A D ) and were caie- 
fully studied foi a period of 6 to 18 months Pa¬ 
tients were selected fiom a group noth blood 
pressuies of 170/100 mm Hg or gieatei on lepeated 
deteimmations befoie the tieatment was initiated 
The blood piessuie lange for all patients was be¬ 
tween 170/100 mm Hg and 280/150 mm Hg, the 
aveiage for the gioup being 199/117 All of the 39 
patients selected foi the study had not exhibited 
an adequate hypotensn'’e response to lauwolfia al¬ 
kaloids alone, and 26 of them had not responded 
adequately to lauwolfia alkaloids concomitantly 
administered with chloi othiazide A fall in blood 
pressure to 140/90 mm Hg or below was consid- 
eied to be an adequate hypotensive response 
It was consideied unpractical, and possibly hai in¬ 
fill to the iiatient, to discontinue therapy foi the 
necessaiy length of tune to establish a control base 
line for the gioup Theiefore, all 39 patients weie 
maintained on leseipme during the piimaiy^ phase 


)f tins studv 

Residfs-Thuty-nme hypertensive patients le- 
leiving a mnntenance dose of leseipine who did 
rot exhibit an adequate hypotensive response weie 
ilso given 25 to 100 mg of hydrochlorothiazide 
lailv Of these, 17 patients had an excellent re- 
,ponse, 8 a good response, 2 a slight, but inade- 
niate response, and 12 had no response It is o 
nterest that six of the patients xvho showed an 
excellent or good response to reseipine plus hydro- 
dilorothiazide had not exhibited an adequate hypo- 
ensive response to reseipine plus an equivalent 

lose of chlorothiazide , i j . a 

Ten hypertensive patients who did not respond 


jama, Sept 10, 1900 

to leserpine and hydrochlorothiazide v^ere -men 
-5 to 50 mg of hydialazme daily in addition to the 
leseipine Of these, three had an excellent response 
hve a good response, one a fan response, and one 
no 1 espouse 

Side-ejects-no significant side-effects were ob 
served with administration of leserpwe It should 
be pointed out, however, that this group of patients 
had all been taking reserpme when the studv was 
initiated Occasionally, a patient complained of a 
stuffy nose oi diowsmess, but these eitliei cleared 
()i weie of no significance 
Hydiochloiothiazide therapy pioduced occasion- 
.il side-effects of mild nausea and lightheadedness 
These can bp prevented by starting vuth such 
small doses as 25 mg of hydiochoi othiazide dailv 
If the symptoms occur, admimstiation can be 
stopped and lesumed after the symptoms have 
subsided 

Two patients exlnbited a mild skin lash, eailv 
m treatment, which requued discontinuation of 
hvdiochloiothiazide No rash was observed with 
long-teim theiapy in tins senes of patients, how- 
evei, and none of the 39 patients developed sub¬ 
jective symptoms or objective signs of hyponatrem¬ 
ia or hypopotassemia 

The commonly reported side-effects of headache, 
nausea, and tachycardia V'ere not seen w'lth ad¬ 
ministration of hydralazine in doses of 25 to 150 
mg a day when added to leserpme and hydro- 
chloi othiazide How'ever, it was necessary to dis¬ 
continue liydralazme in one patient who exhib¬ 
ited a good hv'potensive i espouse but developed 
sbn rash, joint jiain, and an elevated blood urea 
nitiogen level Recoveij' was prompt and complete 
when hvdialazme was discontinued 

Medication 

A short discussion of each medicament follows, 
based not only on our small clinical stud)% but 
also on oui ovei-all experience with each prepara¬ 
tion since it has been available 
Reseipine-Reseipine, when used alone, pro¬ 
duces an adequate hypotensive response in manv 
patients It is most effective m mild labile h>^ler- 
tensive patients, howevei, occasionallv an excellent 
1 espouse occuis in the model ate or severe case 
that IS expected to be resistant It is particularly 
useful foi tense and anxious patients and those who 
aie subject to simple tachycardia Fiom our ex- 
penence to we belteve th<it it is the drug of 
choice to initiate theiapv for h\ pertension A start- 
ting dose of 0 25 mg is usually well tolerated and 
effective If larger doses (0 5 to 10 mg dail)) are 
used, thex' should be i educed in a fe\x days to a 
fexv xveeks We find tiiat 0 25 to 0 1 mg is usualJv 
a satisfactory maintenance dose No sigmfirant 
side-effects have been obsen^ed at this lex'el The 
most distressing has been seen only in the occasion 
al patient nasal congestion xxdiich mterfers with 
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sleep in spite of antihistamines The reported symp¬ 
toms of fatigue, decreased hbido, drowsiness, and 
parkinsonism have not been a problem Mental 
depression has not occurred either, to our knowl¬ 
edge, with this dosage This last symptom is most 
important and must be watched for, parbcularly m 
pahents who are naturally given to melancholia 
If reserpme alone is not efiEective m producing 
an adequate response, then we add other hjqpoten- 
sive agents mthout increasing the dose of res- 
erpine It is tins group which forms the basis of 
this communication 

Hydrochlorothiazide —Hydrochlorothiazide is an 
effechve hypotensive diuretic agent which has 
proved to be very useful for the treatment of hy¬ 
pertensive disease It should be added to the treat¬ 
ment regimen of patients who do not exhibit an 
adequate hypotensive response to reserpme alone 
A starting dose of 25 mg per day is used and, if 
necessary', gradually increased to a maximum dos¬ 
age of 100 mg per day in an attempt to produce 
an adequate hypotensive response 

Hydrochlorothiazide is also extremely useful as 
a diuretic agent m the management of congestive 
heart failure caused by any type of heart disease ' 
Its administrahon is particularly useful in patients 
with h)'pertensive heart disease associated with 
congestive heart failure Hydrochlorothiazide is as 
effechve as chlorothiazide, as a hypotensive agent, 
and will at times produce a hypotensive effect xvhen 
chlorothiazide fails to do so ^ 

It IS impossible to predict which pahents will 
respond when hydrochlorothiazide is added to the 
regimen of reserpme m the heatment of hyperten¬ 
sion A tnal of therapy is the only posihve metliod 
of determmation Even the elderly, long-standing 
hypertensive patient xvith some degree of impaired 
kidney funchon may respond markedly 
Hydrochlorothiazide is a safe dmg for use m out¬ 
patient heatment Minimal laboratory conhol is 
necessary Hypopotassemia can usually be avoided 
if the lowest effective maintenance dose is used 
and the pahent is inshucted to include foods in his 
daily diet which will supply sufficient potassium 
Hviionahemia can be avoided by allowance of an 
adequate intake of sodium m the diet Particular 
attenhon must be given to patients xvith chronic 
congestive cardiac failure xx'ho have a diuresis each 
hme the drug is admimsteied In our exqierience 
penodic checks of serum levels of sodium and 
potassium have shown no unusual changes, and no 
pahent has had to discontinue therapv due to hx'- 
ponatremia or hx'popotassemia 
The use of hx'drochlorothiazide as a startmg 
agent for the heatment of hypertension is a de¬ 
batable subject Our expenence xvith the use of res- 
erpine as a starting agent has been very satisfac- 
tor)’, however further experience may change our 
opinion in favor of hydrochlorothiazide as the start¬ 


ing drug At present, xx'e use hydrochlorothiazide 
alone in the occasional case in xx'hich reserpme is 
not tolerated such as the ulcer patient or the pahent 
xvith allergic rliimhs xvhich is aggrax'ated bv reser- 
pine 

Hydralazine —Pahents xx'ho do not obtain an ade¬ 
quate hj'potensix’^e response to reserpme plus hydro¬ 
chlorothiazide should have hydralazine added to 
their treatment regime in a dose of 25 to 150 mg 
per day We prefer to keep the dose as loxx' as 
possible It IS xx'ell knoxvn that hydralazine has oc¬ 
casional, severe side-effects xx'hich are unpredict¬ 
able and resemble a collagen disease^ For tins 
reason xve prefer to use hydralazine only in addi¬ 
tion to reserpme and hydrochlorothiazide in mod¬ 
erately severe to severe hypertensive pahents xxho 
do not obtain an adequate hypotensive response 
xx'ith that combination 

We have discontinued the use of hydralazme 
alone because of the high incidence of side-effects 
such as headache, nausea, tachycardia, and the oc¬ 
casional mcidence of a collagen-like sjmdrome 
Hoxvever, xxhen low doses of hydralazine are added 
to reserpme plus hydrochlorothiazide, these side- 
effects rarely occur This has added to the possi- 
bilih' of brmgmg more hypertensive patients under 
adequate control xvith relahvelv safe, effechve 
therapv 

Other Drugs 

Patients xvho do not respond to reserpme, hydro¬ 
chlorothiazide, and hydralazme, alone or in com¬ 
bination, present a further and more diflBcult prob¬ 
lem Fortunately, the mcidence of severe, rapidlj' 
progressive h>q>ertension apparentlx’ is becoming 
less and less This may be due to prevention by 
present therapy xxhich is started early m the dis¬ 
ease 

The use of ganglionic blocking agents in office 
and clinic pahents is hazardous and imprachcal It 
IS xvell know tliat ganglionic blocking agents hax'e 
produced good therapeuhc results in rapidly pro¬ 
gressive severe hypertension in conholled study 
groups Hoxx'ever, it is our impression that this 
small group (probably 1 to 2% of all hjqiertensix'e 
patients), if tliey are suitable candidates, xvould 
profit more bv sympathectomy folloxved bv drug 
therapv 

Recently, a new hypotensive agent has been re¬ 
ported ^ Guanidine (guanethidme) sulfate is aimed 
at this small group of severe hypertensix'e pahents 
xxhich does not respond to the abox'e group of hx^- 
potensixe agents, alone and in combinahon This 
drug apparently acts by releasmg norepmephnne 
at the nerve endmgs of the sjanpathehc fibers at 
the neuromuscular junchon, thereby prev enting its 
x'asopressor achon 

We have only used this new compound in fix'c 
patients (It is becoming increasingly difficult to 
find sex'ere hx^iertensixes xxho do not respond to 
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, the othei medications ) In case no 1, a 50-yeai-old 
' man \vith a base-lme pressure of 240/100 mm Hg 
had a decrease to 175/100 mm Hg over a period 
of four months A 66-yeai-oId woman (case no 2) 
with a base-lme pressuie of 210/110 mm Hg had a 
decrease to 180/100 mm Hg over a period of two 
months A 51-year-old woman (case no 3) \wth a 
base-line pressure of 240/130 mm Hg had a de¬ 
crease to 140/70 mm Hg ovei a period of hvo 
months A 57-yeai-old woman (case no 4) Muth a 
base-line piessure of 260/150 mm Hg had a de¬ 
crease to 165/95 mm Hg m one month, but she 
subsequently had an mcrease to 180/120, despite 
mcreased dosage of guanidme to 150 mg daily A 
39-year-old woman (case no 5) with a base-hne 
pressure of 230/120 mm Hg stopped taking the 
drug due to a sensation of warmth v^hich w as mtol- 
erable to her 
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thiazide should be added and finally hydralazine if 
necessary In all these preparations the minimal 
amount of drug necessary to maintam control 
should be used Side-effects have been discussed 
and appropnate warmngs have been given as to 
their avoidance and management There is a need 
foi a safe hypotensive agent for the patients who 
do not respond to the above regimen Active re¬ 
search and clinical trial is proceeding on guanidine 
(guanethidine) sulfate What its lole will be is yet 
unknown 

4028 Walnut St (4) (Dr Dupler) 

The reserpme used in this study was supplied as Serpasil, 
the hydrochlorotliiazide as Esidn\, the hydralaaane as 
Apresdme, and the guanetludine sulfate as Ismehn by CIBA 
Pliarmaccutical Products, Inc, Summit, N J 
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Our experience witli this medicament is obvious¬ 
ly too small to warrant an)*’ significant comments, 
except to say tliat it will lower blood pressuie in 
some patients who ha\'^e not responded to other 
agents Side-effects which may occui are postural 
hypotension, diarrhea, and slight nasal congestion 
Its action may be prolonged over 24 to 72 hours 
from a single dose Care must be used m patients 
with severe lenal, coronaiy, or cerebroi’^ascular 
disease so as not to produce ischemic changes due 
to hypotension 

Dosages, side-effects, toxicity, and therapeutic 
effect have not been sufficiently worked out It is 
mentioned here because it may have some promise 
in controlling pressures in those patients who do 
not respond to othei hypotensive agents 

Summary 

A piachcal approach to the drug therapv of hy¬ 
pertension has been piesented from the point of 
wew of the clinician who treats these patients in 
his office or dime The goal of treatment is to keep 
the blood piessure within nonnal range perma¬ 
nently We believe that hypertension m most pa¬ 
tients can now be controlled if it is discovered 
early enough and if treatment is maintained The 
drugs used m theiapy have been discussed At 
present, we prefer to stait with a small dose of 
reseipine If no results are obtained hvdiochloio- 
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S URGEON’S GOWNS -The senioi surgeon of the suigical staff of the Massa¬ 
chusetts General Hospital said to his student audience one day when he xvas 
about to begin an operation “We don’t use goxvns It isn’t necessary to look 
like a butcher in order to be a smgeon’’ The meie idea of operating m sudi a coat 
as he xvas weanng when he made that statement (and xvhicli he always did wear 
when ZiZg) would go far toxvards turning the stomach of a modem aseptic 
surgeon It xvas an old blue broadcloth coat, long-tailed and with ^ 
w/bid xvnrn it at home and on the street till it began to get shabby, when he 
brougW It to the hospital and used it for an operating coat -T B Wheeler Memoirs 
of a Snlall-Toxvii Surgeon, New Aork, Frederick A Stokes Cbmpanv, 1935 
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Diagnosis of Hypertension of 

Adrenal and Renal Origin 

Reginald H Smithivick, MD, IVilhum J Porell, MD and George P Whitelatv, MD, Boston 


H ypertension of adrenal and renal origin is 
rarer than the so-called essential and malig¬ 
nant forms (Our estimate of this is shown m table 
1) In recent years, adrenal and renal causes of 
hypertension have been detected more frequently 
than in the past because of improved differential 


Table 1 —Hypertension 


NeurogLnic 

Humoral 

Mechanical 

>96% (Estimate) 

A 

>2% (Estimate) 

<1% (Estimate) 

A 

Essential 

Pnm iry 

Coarctation of 

Normotensu e 

Aklosteromsan 

aorta 

hyperreactor 

Cushings Disease 


Intermittent 

Pheochromocytoma 


hypertension 

Unilateral Renal 


Continuous 

hypertension 

Malignant 

Disease 



aids Since these forms of hypertension are, for the 
most part, curable, it is important to separate them 
from the much larger group in which the cause of 
hypertension is unknown and the treatment is em¬ 
pirical This small but interesting group of cases 
presents many points for discussion As differential 
diagnosis is of primary importance, we will confine 
our discussion chiefly to this aspect of the subject 

Our experience with hypertension of tins variety 
consists of operation on a total of 54 patients from 
tile years 1942 to 1959 Table 2 summarizes these 
cases in a general way These patients fell into four 
categories (1) 22 with pheochromocytomas or para¬ 
gangliomas, (2) 15 with unilateral renal disease, 
(3) 10 with primary aldosteronism, and (4) 7 with 
Cushings disease Although no final conclusions 
can be drawn from such a small group, some of 
the findings deserx’e brief comment 

All of the tumors in the pheochromocytoma 
group were benign Malignant tumors are rare 

Siircenn in Chief Mnssaduisetts Memorial Hospitals Professor of 
Siircerj and Chairman of the Department Boston Univcrsits School of 
Medicine (Dr Smithwick) Assistant Visiting Surgeon Massachusetts 
Memorial Hospitals Instructor in Surgerj Boston Unisersit) School of 
Medicine (Dr Porell) V'lsitmg Surgeon Massachusetts Memonal 
Hospitals Professor of Surgers Boston Unisersits Sdiool of Nfeditine 
(Dr nautclass) 


Among a series of patients with hyperten 
Sion, between 1942 and 1 959, there were 
54 whose cases were classified as adrenal 
or renol and considered amenable to sur 
gery There were 22 patients with pheo¬ 
chromocytomas or paragangliomas, 15 with 
unilateral renal disease, 10 with primary 
aldosteronism, and 7 with adrenal cortical 
hyperfunction Diagnostic criteria included 
certain physical characteristics, postural hy 
potension, urine of low specific gravity and 
high pH, low serum potassium levels, and 
functional disparities between the two kid 
neys The diagnostic tests generally afforded 
a satisfactory basis for choosing between 
medical and surgical treatment, and in this 
series the results of surgery were gratifying 


but do occur Tliere was an interesting preponder¬ 
ance of nght-sided tumors, 16 to 6, suggesting that 
m a given case the chance that the tumor is on 
the nght side is greater than 2 to 1 Nevertheless 
both sides should be explored We prefer the 
posterior approach, with the patient m the prone 
position, to make bilateral paravertebral incisions 
and to resect the 12th ribs and divide the dia¬ 
phragms The likelihood of overlooking a tumoi 
seems remote Some surgeons prefer the transperi- 
toneal approach, but we used tins m onlv one 
patient The simultaneous bilateral posterior retro¬ 
peritoneal extrapleural approach is vastly superior, 
m our opinion, because of the adv'antage of explor¬ 
ing both sides at the same time and carrjang out 
a bilateral lumbodorsal splanchmcectomv in pa¬ 
tients in whom the suspected tumor is not found 
We do not believe that the method of explonng 
one side from the lateral approach, with closure 
of tlie wound and subsequent exploration of the 
second side after turmng the patient over, is as 
satisfactorv' a procedure The maneuver to be car- 
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hypertension 

ried out on tlie fiist side may depend on the find¬ 
ings on the second side and hence completing one 
side at a time complicates the operation We also 
believe tliat the suigeon should be piepared 
to pioceed with any altematit'e appropriate 
procedure indicated, accoiding to the operative 
findings 

Most of the 15 cases of unilateial lenal disease 
were detected m the last two years because of 
better diagnostic methods The implication is that 
this diagnosis has been overlooked not infrequently 
in the past The mam renal aiterv had a preponder- 


Tadle 2 -Hijperfension of Adrenal and Renal Origin 
in 54 Paiients, October, 1959 


Finding 

No 

Side Involved, No 


Pheocliromocytomiis 

19 

Right 

16 

Paragangliomas 

3 

Left 

6 

Unilateral renal disease 

15 

Right 

12 



Left 

3 

Pnmary aldosteronism 

10 

Left Lorheal adenoma 

6 



Right cortical 




adenoma 

2 



Bilateral hyperplasia 

1 



Left hjTierpIasia 

1 

Cnslnng’s disc, isc 

7 

Bilateral hjTperplasia 

6 



Left cortical adenoma 

1 


ance of lesions (12), while paienchymal disease 
occurred in 3, a ratio of 4 to 1 Also of interest is 
the fact tliat the right kidney ivas involved in 12 
cases, and the left in 3, a latio of 4 to 1 
Of tlie 10 patients with primary aldosteiomsm 
ail eveept one were opeiated on during the last 
four years, this entity was described by Conn ‘ in 
1955 Eight of the 10 cases had cortical adenomas 
Six were on the left side and two on the right, a 
ratio of 3 to 1, tlie opposite of the findings in 
patients with pheochromocytomas or paraganglio¬ 
mas All of the female patients had cortical ade¬ 
nomas, and tNvo of the three male patients had 
hyperplasia of the adienal cortex The gross ap¬ 
pearance of these hyperplastic glands differs from 
that seen m most patients with Cushing’s syndrome 
There is a nodular type of hyperplasia lather than 
the diffuse hypertrophy of Cushing’s syndrome 
Tlie seven patients with Cushing’s disease were 
women, and all except one had hyperplasia of tlie 
adrenals The one tumor was on the left side 
Cushing’s disease almost never is found in men, 
reports of such cases m the liteiature aie extremely 

^*^It IS apparent that patients havmg hypertension 
of adrenal and lenal cause represent a very small 
percentage of the total hypertensive population 
Consequently, any tests which are helpful in segre¬ 
gating this gioup are important It has been our 
custom to study the blood pressure of hypertensive 
persons reclining and standing, as well as sitting 
Since the sympathetic nervous system is responsible 
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for maintaming adequate blood pressure when the 
patient IS m an erect position, it is apparent that 
when the nervous control of blood vessels is suffi 
ciently modified, the blood pressure will fall when 
the patient assumes an upright position There 
appears to be a noteworthy difference m the blood 
pressure response to the upright position of many 
of these persons with so-called humoral hyperten¬ 
sion in comparison to that of patients with so-called 
essential or malignant h>q)ertension This was first 
described by one of us (R H S) “ m 1949 in a 
paper on pheochromocytoma Four patients of 
the 11 presented then showed this phenomenon 
Table 3 mdicates tliat, m 44 patients with hyper¬ 
tension of adrenal or renal origin who were tested 
m this manner, the most frequently noted postural 
blood pressure response was a fall m both systolic 
and diastolic pressure on standing This was noted 
in 48% of all these patients A similar response 
was noted in only 11% of untreated patients with 
essential or malignant hypertension In fact, most 
patients with so-called essential hypertension have 
a rise in both systolic and diastolic pressures on 
standing It is suggested that this simple screen¬ 
ing test be used m the study of all Ii)qjei tensive 
patients pnot to treatment, especially when anb- 
hypertensive drugs are used as most of them pro¬ 
duce postural hypotension When positive results 
are obt.iined, one should strongly suspect hyperten- 


Table 3 —Incidence of Poslnral Hypotension Among 
Hypertensive Patients, October, 1959 


Cause of Hypertension 

No Patients 
Ha\uig 
Postural 

B P Study 

Patients intli 
Postural 
Hypotension 

'No %' 

Pheochromocytoma 
or paraganglioma 

20 

11 

55 

Umlateral renal disease 

13 

6 

46 

PnitiBry aldosteronism 

S 

4 

50 

Cushing’s disease 

3 


Total 

44 

21 

48 

Essential or malignant 

100 

11 

11 


Sion of adrenal or leiial ongin and seaicli for other 
confirmatory evidence Negative test lesults should 
not be regaided as excluding this diagnosis 

Pheocliromocytoma 


There aie a numbei of signs and symptoms 
tvhich should suggest the possibility of hyperten¬ 
sion due to pheochromocytoma or paiaganghoma 
These signs include paroxysmal oi nonpaioxysmal 
fmtermittent or conUnuous) natuie of the hyper¬ 
tension, excessive sweating, vasomotoi phenomen.i, 
elevated body temperatme, normal cold-pressor 
response, postural hypotension and posUnal tachj 
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cardia, fasting blood sugai level of 120 mg% or 
more, basal metabolic rate of +20% or more, 
glycosuria, and catecholamine level Other tests 
are vray (intravenous pyelogram, air insufflation), 
glucose tolerance test, precipitation of attacks 
(histamine and tetraethylammonium bromide), and 
use of blocking drugs (phentolamme [Regitme]) 
Excessive perspiration is the most common sjanp- 
tom and was present m all of our patients Vaso¬ 
motor phenomena involving the hands and feet 
or face, nose, and ears are frequent Fever, best 
detected by an average rectal temperature deter¬ 
mined over a period of 48 hours, is commonly 
present due to interference with heat loss because 
of periods of cutaneous vasoconstriction By con- 


(Mecholyl) biomide, histamine preparations, or 
tetraethylammonium chloride, but false-positive 
responses do occui m all of these tests Most of 
these patients xvill have several of the 11 signs and 
symptoms listed, a few will have all of them Intra¬ 
venous pyelographic examination may occasionally 
reveal a lateral and downward displacement of 
the upper pole of the kidney, but smce the tumors 
are usually small, no abnormahty'is noted Occa¬ 
sionally a tumor can be demonstrated by lammog- 
raphy Perirenal msufflatmg techniques may be 
helpful but may show negative or falsely positive 
results Urinarj' catecholamine level is elevated but 
may also be elexmted m patients xxath essential 
hypertension Although there is no absolute test 


BLOOD PRESSURE 


SYMPTOMS .SIGNS a FINDINGS 
SUGGESTIVE OF PHEOCHROMOCYTOMA 


STANDING 



POSTOP 
(76moj 1 


S+l 

D-13 


1 Excessive sweotmg 

2 Vasomotor phenomena 

3 Elevated temperature 

4 Normal cold-pressor response 

5 Fasting blood sugar 120 mg /lOOcc or more 

6 BMR +20% or more 

7 Postural hypotension 

8 Postural tachycardia 

9 Glycosuria 

10 Paroxysmal attacks 

(AH present m this patient ) 

FB ZB 



Fig 1—Record of case of pheochromoc) tomn on nght side in 22-} ear-old man, remoicd se\en }ears ago 
Midi complete relief of the typical symptoms and signs 


trast with patients with essential hypertension, 
most patients with pheochromocytomas do not 
liave an excessive rise m blood pressure as tested 
by response to the immersion of one hand m ice 
water foi 60 seconds The blood sugar lex'el is 
apt to be elevated as is the bisal metabolic rate 
There may he a diabetic tjqie of glucose toler¬ 
ance curve The hjqiermetabohsm is refractory to 
thyroidectomy or antithyroid medication Postural 
tachycardia is associated with postural hxqioten- 
sion Blood pressure-low ermg drugs such as phentol- 
amine hj drochlonde seem safer tlian metliachohne 


xvhich IS mxariably diagnostic, careful study of 
the patient will almost ahvays reveal a number of 
highly suggestive findings, and under these cir¬ 
cumstances, exploration will rarelv show' negative 
results 

The finchngs in a 22-year-old male patient now 
studied over sex'en years witli es'cntual complete 
relief of the svanptoms and signs, all typical of a 
pheochromocytoma, are sliowm m figure 1 The 
tumor w'as found and remos'ed from the right side 

After notmg tlie medical treatment m 1955 of a 
patient wath seiere hx'pertension md increasing 
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foi foiii years, we strongly advised op- 
eration for hypei tension The diagnosis of pheo- 
clnomocvtoma was made in March, 1959, after ob¬ 
taining seveial stiongly positive catecholamine de¬ 
terminations Even then we could not persuade 
her to be operated on until si\ months later The 
e\pected pheochiomocytoma was found on the 
right side and the left adrenal was normal Although 
it IS too early as yet to deteimine the result, her 
blood piessuie has been almost normal since op¬ 
eration and her symptoms have disappeared We 
considei tins patient to be fortunate to have sur¬ 
vived during the last four years, particularly after 
having undergone a cholecystectomy in 1955 The 
catecholamine findings are of some interest as one 
laboratoiy reported a normal finding whereas two 
others weie markedly abnormal This makes it clear 
that multiple studies in any suspected case may be 
helpful in the diagnosis Also, as has been previous¬ 
ly iDomted out, falsely positive results in catechola- 



Fig 2 —Pheochromocytoma of right ndreml gland which 
was removed from patient 


mine tests may be a stumbling block for the un¬ 
wary Figure 2 shows the cut section of the re¬ 
moved pheochromocytoma 

Oui experience with renal hypertension consists 
of cases in 15 patients, most of whom have been 
operated on in the last two years to the time of 
writing since diagnostic techniques have improved 
The hypertension is usually severe, of short dura¬ 
tion, often rapidly progressive, and usually refrac¬ 
tory to medical treatment 

It IS interesting to consider these cases according 
to the mfoimation obtained from intravenous pye- 
lographic examination This may be regarded as a 
widely available scieening test and should be ear¬ 
ned out on all hypei tensive patients The pyeio- 
grams showed normal findings in seven cases In 
five there was some abnormality such as a de¬ 
crease in size of one kidney, or decreased function. 


or some abnormality of the renal pelvis In three 
there was no function In only one of 15 cases was 
direct surgery of the renal artery possible All pa¬ 
tients have done well after nephrectomy In 11, the 
blood pressure is normal or near normal In four 
It IS markedly improved, however, some supple 
mentary treatment, diet, or drugs have been neces¬ 
sarily maintained 

Other diagnostic aids, such as the radioactive 
lodopyracet (Diodrast) uptake and clearance test of 
renal function, should be given attention Altlioiigli 
its use IS not limited to the hypertensive patient, 
experience during the past two years indicates that 
it IS an excellent technique for screening large niim- 
beis of hypertensive patients foi evidence of ab¬ 
normality of renal function even when tlie intra¬ 
venous pyelograjilnc examination findings are nor¬ 
mal (Winter’’ and Burrows’’) Radioactive lodo- 
pyi acet in the study of renal function was first used 
by Winter ’’ More lecently, Block, Hme, and Bur¬ 
rows * have described a modification m technique, 
using I ””-labeled lodopyracet and “carrier” lodo- 
pyracet with external monitoring over die renal 
areas, as a screening procedure for unilateral renal 
disease We have used this as a screening test m 
about 150 liypertensive patients It is painless and 
can be performed in a sliort hme, but it requires 
special apparatus and skilled personnel It lias also 
been used in many other patients to detect renal 
disease It appears to be accurate in detecting ab¬ 
normalities of renal function and, so far, there have 


been no false-negative results of tests If this tech¬ 
nique proves to be as satisfactorv as appears at 
piesent and could be made widely available, it 
would be of great value m screening large numbers 
of hypertensive patients foi renal abnormalities 
Once hypertension of renal origin is suspected 
on the basis of postural hypotension, or clinical 
chaiactenshcs, or the intravenous pyelogram, or 
the radioactive lodopyracet clearance test, the phy¬ 
sician then turns to more definitive tests The first 
of these is the Howard test Howard" and asso¬ 
ciates studied the urine volume and sodium output 
m patients who were suspected of having hyper¬ 
tension of renal origin Simultaneous collections of 
urine from both kidneys of well hydrated patients 
who had an adequate sodium intake were earned 
out The conclusion was reached that, if nrine vol¬ 
ume was reduced 50% or more and sodium output 
15% or more from one kidney, the test gave posi¬ 
tive results and the hypertension was on a renal 
basis These authors have reported on 15 patients 
who had positive results of Howard tests whose 
hypertension was relieved after nephrectomy In six 
patients in whom the test gave negative results, no 
improvement followed nephrectomy As indicated 
by table 4, we performed Howard tests on 12 ot 
our 15 patients In eight, the test results were posi¬ 
tive Seven of these eight patients showed normal 
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findings on intxivenous pyelograms In one, the 
pyelogram showed abnormal findings, but the unne 
output was adequate for performance of tlie test 
In all eight patients the hyiiertension was relieved 
or markedly improved after nephrectomy In four 
cases the test was unsatisfactory because tliere was 
little or no urine flow from the abnormal kidney 
Intravenous pyelograms m these cases showed no 
function or virtually no function Under these cir¬ 
cumstances the test should not be attempted Our 
expenences and those of Howard and associates 
suggest that this test, if properly performed, is re- 
haWe and is particularly valuable m clinching tlie 
diagnosis when the intravenous pyelogram is nor¬ 
mal and also when the function of the affected kid¬ 
ney IS shll adequate for performance of the test 
The second of the more definitive tests is renal 
angiography Opinions vary as to the mdications 
for this test m hypertensive patients In some chmcs 
it IS used liberally, almost as a screening test Our 
plan at the present time is to screen all hyperten¬ 
sive patients by means of the radioactive lodo- 
pyracet clearance test If die result of this is posi¬ 
tive, a Howard test is performed when urine flow 
IS adequate If the results of the Howard test are 
positive, we consider the diagnosis of hypertension 
of unilateral renal origin to be made However, if 
these tests are unsatisfactory and there is a high 
suspicion of the diagnosis, renal angiography should 
be used 


Pnmary Aldosteronism 

Since Conn ‘ described the entity of primaiv 
aldosteronism m 1955, a considerable number of 
cases of hypertension due to increased production 
of aldosterone by die adrenal cortex have been 
diagnosed Bv contrast with Cushings sjmdrome, 


Taule 4 —Positive Howard Test Results 
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there is nothing char icteristic ibout the appearance 
of the patient The diagnosis is based primarily 
upon laboratory findings The plasma carbon di¬ 
oxide combining power is elevated, that is, greater 
than 33 mEq per liter The plasma potassium level 
IS persistently low, less than 3 S mEq per liter, and 


the specific gravity of the unne is low and its pH 
IS usually high The unne potassium excrebon is 
high (greater dian 30 mEq per liter per day) when 
the serum potassium level is low There is an in¬ 
creased excrebon of potassium m the urine accom¬ 
panied by a decrease m serum potassium when die 


Table 5 —Preoperatioe Findings in Female Patient with 
Primary Aldosteronism Cured by Resection of 
Right Adrenal Cortical Adenoma 
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Blood 
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(. O coinliining 
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Cl 


140 mtq/J 
4 7 mEq/L 

27 C mEq/L 
100 mEq/L 


Urine 

pH j 

Maximum specific gra\lt\ 1 018 


sodium chloride intake is inci eased from a strict 
low-sodium diet to 150 or 200 mEq per day There 
may be a history of muscle weakness or polyuria, 
but there usually is not The unne aldosterone out¬ 
put of a pabent xvith a high sodium intake mav be 
elevated, normal, or borderline After removal of a 
corbeal adenoma, m the course of a few days xxudi 
no salt intake, there is a sodium diuresis, with 
retenbon of potassium The laboratory picture 
seems quite clear, and apparently the diagnosis can 
be made xnth great certamtj' This emphasizes die 
great importance of screening tests, the roubne de¬ 
terminations of carbon dioxide and potassium levels 
m hypertensive pahents, is well as roubne urine 
analysis The corbeal adenomas may be small, 
06 cm in diameter, may be difficult to feel, and 
can be easdy overlooked Nodular hj'pertrophy 
seems quite apparent, especially if one is familiar 
with the normal size and appearance of the adrenal 
glands Table 5 shov-s the preoperative and early 
postoperabve course of a pabent follov mg removal 
of a corbeal adenoma Pnor to operation her hj’per- 
tension xvas refractory and severe, and prex'iously 
she had had a cerebral accident Her blood pressure 
began to fall about 10 days after operabon and xvas 
ipproximately normal after 16 daxs During this 
penod, die serum sodium level fell slightly, and 
the serum potassium level rose rather sharplx' 
Along xxath this, diere xxas a marked increase in 
unne sodium excrebon and a comparabx'elx loxx' 
potassium output At the bme of xxTitmg about 
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one-half of oui patients appear to be cured, and 
the remaindei impioved as regards both symptoms 
and blood piessure They are on some supplemen¬ 
tary medical regimen, either reduced sodium in¬ 
take or drugs, oi both They appeal to be sensitive 
to antihypertensive diugs and require comparative¬ 
ly small amounts Some pabents repoited on in the 
literatuie, especially those with advanced caidio- 
vascular and renal disease, have done poorly oi 
have died This is to be expected if the diagnosis 
IS made too late 

Cushing’s Disease 

Indications of Cushing’s disease include youth of 
the person, and abnormal distribution of fat (obes¬ 
ity), muscle wasting, hirsutism, acne, thin skin 
(ecchjunosis, sbiae), osteopoiosis, hypertension, 
psychopathic manifestations, diabetes (glucose tol- 
eiance impaired, resistance to insulin), basal meta¬ 
bolic late deci eased (cholesterol leyel increased), 
polycytliemia, lymphopenia, and eosinopenia, oc¬ 
casional eleyation of sodium seiitm level and hypo¬ 
chloremic alkalosis, and possibly elevation of uri- 
naiy 17-ketosteioid, and corticoid (ll-o\ysteioid), 
levels These may seem so obvious as to preclude 
further discussion However, they are included be¬ 
cause in one of our seven patients, a 39-year-old 
woman exhibiting almost all of these findings, the 
diagnosis was not cleai for some time after the 
initial examination At that time she was about to 
be committed to a mental institution She was the 
one pabent with a left-sided adrenal cortical ade¬ 
noma which weighed 205 Gm and was 4 cm in 
diameter Another patient in this group did not 
enter the hospital until her blood uiea nibogen 
level was over 100 mg jiei 100 cc She had hypei- 
plasia of both adrenal glands one weighed 39 5 Gm 
and the other 515 Gm She died in renal failure 
several months aftei adienalectomy In one other 
pabent, the symptoms and signs were present for 
almost a ve<n before the diagnosis was made 
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Special tests for hypertension of renal or adrenal 
origin are the radioacbve lodopyracet uptake and 
dearance test for unilateral renal disease, the 
Howard test for unilateral renal disease, volume of 
urine from each kidney collected simultaneously 
(50% difference if positive) and sodium content 
(specimen of least volume 15% less than specimen 
of greatest volume), both must be positive for posi¬ 
tive test result, lenal angiography for unilateral 
renal disease, the phentolamine test for plieocliro 
mocytoma after 5 mg given inbavenously, the drop 
must be 35 over 25 for a positive test lesult, cate 
cbolamines foi pbeochromocytoma, laminograpliy 
of the suprarenal area for adrenal tumor, corticoid 
excretion studies for Cushing’s disease levels of 
urinary 17-hydroxycorhcoids and 17-ketosteroids 
before and after ACTH (elevated in Cushing’s dis¬ 
ease and normal in aldosteronism), and aldosterone 
urine determmabon-if elevated, it is helpful in 
diagnosis, if normal, it does not rule out diagnosis 

We would believe that, in addition to the usual 
routine examinabon of any hypertensive patient of 
particular importance in selechng those who have 
a humoral factor as the cause of hypei tension are 

(I) the postural test, (2) inbavenous pyelography, 
(3) at least tliree routine urinalyses, (4) electrolyte 
studies including sodium, potassium, carbon di¬ 
oxide, and chlorine values, (5) radioactive lodo- 
pyracct uptake and excretion study, (6) catechola¬ 
mines, and (7) the phentolamine test Useful 
adjuncts are (8) laminograpliy of tlie suprarenal 
area, (9) the Howard test, (10) renal angiography, 

(II) potassium balance studies, (12) corticoid excre¬ 
tion sbidies, and (13) aldosterone urine determina¬ 
tion Witli the use of tliese various diagnostic 
techniques before serious caidiovasculai damage 
liad occurred, the results of treatment in this small 
but important and interesting group of patients 
were giatifying 

203 Commonwealth Ave (16) (Dr Whitelw) 
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Summary 

Boutine methods of study in diagnosing the 
hypertensive should include a history of the pa¬ 
tient, a physical examination, examination of eye- 
grounds, grades 0, 1, 2, 3, and 4, a determinahon 
of cardiac status, (electrocardiogram and 7-ft heart 
plate [teleroentgenography]), renal study (roubne 
urinalysis with detailed microscopic examination, 
inbavenous pyelogiaphic examinabon, inbavenous 
phenolsulfonphthalem test-speamem collected at 
15 30 60 and 120 mm -and blood urea nibogen 
study)’ postiual and cold test, sedation test, and 
blood studies (red blood cell count, bematoent de- 
terminabon, white blood cell count and differential, 
Hinton test, blood sugar level [not fasbng], semm 
chloride, carbon dioxide, potassium, sodium values, 
and cliolesteiol level) 
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So-Called “Fatal” Heait Attacks and Tieatment mth 
Resuscitation Techmqnes 

Claude S Beck, M D and David S Leighntnger, M D , Cleveland 


W HY DOES death occur m good hearts^” This 
important question deserves a scientific an¬ 
swer There are two factors that kill the heart in the 
presence of coronary' heart disease One is struc¬ 
tural disease in artenes and heart muscle, which 
IS found when the dead heart is examined The 
other factor is phvsiological and is not observed 
when the dead heart is exammed This factor ap¬ 
pears, kills, and disappears The factor is X'entricu- 
lar fibrillation or ventricular standstill 
Ventncular fibrillation and standstill have dis¬ 
tinguishing characteristics ^^^len one or more areas 
of localized anoxia develop m the heart muscle 
(checkerboard distribution of oxvgen), the factor of 
death is fibnllation \^^ien the entire heart becomes 
anoxiated (blue all over) the death factor is stand¬ 
still Well oxygenated (pink) muscle m juxta¬ 
position to poorly oxygenated (blue) muscle pro¬ 
duces an electncal condition which fibnllates 
Anoxiated muscle (blue all over) has no such char- 
actenstic A umformly anoxiated heart maintams 
electncal equilibnum Indeed, the electrical re¬ 
sponse of the anoxiated heart sometimes is normal 
even after the heart stops beating, and this normal 
electrical response mav persist for several minutes 
after the muscle fails to respond When these blue 
md dead hearts are pumped by hand so that xvell 
owgenated blood is flushed into tlie muscle, m 
many cases there is immediate fibnllation ‘ Red 
blood, therefore, delivered to an anoxiated heart 
often fibnllates the heart Likewise, when red blood 
IS perfused into a branch of a coronaTy arter)' of a 
blue heart (thus creatmg a pmk island of muscle m 
a blue heart), fibnllation is produced Red blood, so 
perfused, produces neither injurj" to muscle nor m- 
jurj' current Fibrillation, therefore, is dissociated 
from mjury It is produced by oxygen diflFerentials 
in heart muscle and not by mjury This separation 
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Fofo/ heart attacks frequently occur in pa¬ 
tients whose hearts show no recent structural 
changes In some of these patients, ventric¬ 
ular fibrillation precedes death, in others, 
the heart simply stops in diastole In either 
case the procedure for restoring a coordi¬ 
nated beat IS routine and can be extended 
beyond the confines of the hospital Four 
cases of resuscitation after a so called fatal 
heart attack are described These experi 
ences showed that in many instances the 
essentially healthy heart needs only a sec¬ 
ond chance to surmount a temporary diffi 
culty Mouth to mouth breathing and rhyth 
mic manual compression of the heart should 
increase the frequency of resuscitation of 
patients whose hearts are structurally sound 


from mjur>' will explain manv a clinical paradox m 
which fibrillation and death occur without injurj 
and without anv signs of recent disease in arteries 
or muscle 

Anotlier characteristic of fibnllation and standstill 
IS that they appear in the presence or absence of 
severe disease in artenes and muscle Anoxia stops 
any heart Fibrillation occurs m the presence of 
mild stenosis of a coronarj' arterj' and, mdeed, it 
probably occurs with spasm and without structural 
narrowmg Fibrillation often dex’elops m tlie young 
energetic person Standstill is more hkelv to occur 
in the severely damaged heart x\hich becomes an- 
oxiated 

These statements have chnical application Tlie 
blue babys heart stops in standstill Paralvsis of 
the respiraton- center (as m bram tumor and other 
mtracranial lesions) stops the heart in standstdl, 
other condihons are pneumonia emphvsema, car- 
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diac failuie, asp!iy\ia, choking, and drowning 
Theie is no anginal pain in these conditions Fi- 
biillation occurs in the piesence of coionaiy artery 
disease and also wlien half the heait is blue and 
half IS pink, a condition pioduced when one artery 
comes off the pulmonaiy arteiv and the other 
comes off the aoita These childien have anginal 
pain and they die in childhood Ligation of the 
alien ant aiteiv has been done in seveial of these 
chilclien with good lesult An electiic cm lent from 
the outside fibiillates the heait It fibiillates when 
the bodv is stiuck by hghtiiiiig 

Revel sal of Death 

The human heait has been made to beat again 
after it has stopped beating, which indicates "that 
theic IS no obligate lelationship between stinchiral 
disease and death These successes veiifv the follow¬ 
ing statements 1 The death factoi may be a small 
factor, compaiable to stopping and starting the 
pendulum of a clock oi to tin ning on or off the ig¬ 
nition to a motoi 2 The heart may be too good to 
die 3 The heait may only need a second chance 
to beat 4 The fatal heart attack is not necessaiily 
the end of life 

Incidence of Death in Henrti, Too Good to Die — 
Almost even' physician has had evpeiiences m 
which death occuried, and when the heart was ex¬ 
amined the damage was inadequate to explain 
death The incidence of death in good hearts is 
indicated by a lecent suivey by Adelson and Hoff¬ 
man “ in the Cuyahoga County CoioneTs office 
The yictims of coronaiy heait disease died sudden¬ 
ly, witliin an hour or turn In 63 per cent of these 
hearts, there was no lecent disease in coionaiy ar¬ 
teries or in muscle The hearts showed coionaiy 
disease, but theie was notliing leceiit to explain the 
death Foi example, a patient died June 16 Struc- 
tuially the heait was the same on June 15 except 
an electiical chaige developed the next day which 
electiocuted the heait This special gioup of cases 
from the coronei s office does not include those who 
died in hospitals, tliose under the immediate care 
of plnsicians, and oldei people in whom theie was 
no medico-legal problem These 500 victims weie 
accumulated in 25 months at the late of 20 a 
month, and 12 of them had no lecent disease These 
figuies indicate the size of this pioblem 

Expeiiences With Heoeisal —Our fiist expeiience 
of revel sal after a fatal heart attack occuiied five 
yeais ago ^ The victim, a physician, had no neuro¬ 
logical deficit, and he continues to live Deatli and 
Its reversal took place in our hospital We have had 
three othei successful cases These heaits weie re- 
veised m the presence of lecent occlusion and re¬ 
cent damage Our former resident reversed death 
in a man of 76 who had an aneuiysm of the heart 
There have been successful reversals in othm hos¬ 
pitals The number of successful leverses from fata 
heart attacks is small, but the number is incieasmg 
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as physicians acquiie the technique of reversal 
fecial training courses have been established 
Heart mrgerv is helping to dissemmate tins know! 
edge Tile procedure for reversal is routine diinD? 
these operations Indeed the successful application 
of the technique has extended beyond the confines 
of a hospital The first successful application was in 
a child who had touched an electric carpet sweeper' 
The victim was tianspoited to a physician’s ofBce 
three blocks away wheie Pait 1 of tlie resuscitation 
procedure was done (inflation of the lungs, open 
ing of the chest, and hand pumping of the heart) 
The^ child u'as then transpoited from the physi 
Clans office to the operating room of a iieaiby hos 
pital where the heart v'as defibrillated, and the 
chest was closed This child made an uneventful 
recoveiy witliout neuiological deficit The second 
leversal occuired in the home of a pediatrician’ 
The chest was opened with a safety' razor blade 
The heait was pumped by hand and the lungs u'ere 
inflated by mouth-to-mouth bieatliing The heart 
was in standstill fiom anoxia The police eineig- 
ency squad anived in 15 minutes A member of tins 
squad uxis shown how to pump the heart by hand 
while the pediatiician did a tiacheotomy The nc- 
tim and the ox\gen-system both weie transiioited 
to a hospital The child required mechanical les- 
piiatioii Hypotheimia was used The child liv'ed 
two days An intiamedullaiv glioma had paialvzed 
the lespiiatorv centei 

Comment 

The technique foi leveisal is well established 
when it IS earned out inside a hospital Trained 
personnel and iiecessaiv supplies are moie likely to 
be piesent m the opeiating room than in any other 
area, and insofar as leveisal is concerned this locale 
is the safest jilace in which to die Part 1 of the 
lesuscitation piocedure has been carried out in 
other aieas of the hospital, the I'lctim, v'lth oxygen- 
system in opeiation, being moved to the operating 
loom xvheie lestoiation of the heart beat and clo¬ 
sure of the chest aie done Experience and repeti¬ 
tion solved many of the problems of leveisal wlien 
the procedure is applied mside the hospital When 
the pioceduie is applied outside the hospital, the 
problems at piesent are almost but not quite in- 
suimountable The experiences so far are few, but 
two successful leversals hax'e occurred One prob¬ 
lem concerns the locale foi Part 2 of the resuscita¬ 
tion Success would be more likely if the operating 
loom and personnel could be moved to the scene 
of death where Part I is m operation This could 
be done xvith a mobile opeiatmg room dispatched 
to the victim Mowng the victim to the hospital 
might interrupt oxvgenation, which in turn leads to 

failure 

Conclusions 

The death factors m good hearts are dissoaate 
from injury and recent damage m the heart Death 
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mav occur w'lthout injury The fatal heart attack 
IS not necessarily the end of life Successful rever- 
sals are increasing as knowledge of the technique is 
disseminated A mobile operating room, with 
trained personnel, dispatched to tire scene of death 
IS preferable to transporting the victim plus the 
ow'gen system to an operating room 
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Management of the Child with 
One Epileptic Seizure 

Samuel Livingston, M D , Baltimore 


I HAVE been frequently asked. Should a child 
with one comailsion be tieated with regular daily 
anticontoilsant medication over a prolonged period 
of time^ ’ Mv answei is, ‘It depends upon the diag¬ 
nosis that the physician assigns to the mdividual 
case in question ” Every patient with a convulsion 
should be investigated for such knosvn causes of 
seizures as hjqioglycemia, hypocalcemia, and brain 
tumor In my clinic group, a diagnosis of epilepsy 
IS made when a specific cause for convulsions can¬ 
not be elicited, regardless of whether the patient 
has had only one seizure oi many Actually the 
term epilepsy is a so-called wastebasket diagnosis” 
md IS assigned to all patients who suflFer with con¬ 
vulsive disoiders of imdetermmed etiologj' 

A diagnosis of epilepsy is not made m a young 
child who Ind a short generalized seizure with an 
elevrtion of tempeiature These seizures, mitiallv, 
ire classified as simple febrile convulsions Some 
phisicians have criticized this term and have stated 
that such patients actually do have epilepsy This 
nn\ be tiue However, in my experience, those 
patients x\ horn we classify as having simple febrile 
coniailsions suffer with a disorder which usually 
does not recur after four or fii'e x'eais of ige The 
seizures are of shoit duration, lashng one to two 
minutes, and generally do not recur more frequentlv 

Irom the Depirtinent of Pediatrics Johns Hopkins Uni\crsit\ School 
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The author presents general impressions 
gained from follow up studies made on thou 
sands of epileptic children, some of them 
observed for as long as 24 years This ex 
perience has led to the policy of treating 
children with regular daily anticonvulsant 
medication immediately after the occurrence 
of the first epileptic seizure This medication 
IS prescribed in full dosage for at least four 
years after the last seizure Following this 
period, the dosage of the anticonvulsant 
medication is gradually withdrawn and dis 
continued within an interval of one to two 
years, depending on the individual case 
The purpose is to prevent not only the oc 
currence but also the fear of a second 
seizure This plan of therapy is unwarranted 
in children who suffer with so called febrile 
convulsions 


than once or tuice i xear Mv experience indicates 
that the continued administration of anticonvulsant 
drugs IS unwarrinted m the propln lactic treatment 
of seizures which occur onl\ in sissociation with 
fever ‘ Milhchap * ilso has expressed the same 
opinion m i recent report 


1 


119 




136 


ONE EPILEPTIC 


I believe, liowevei, that much haim may be done 
to some childien and also to then parents if no 
attempt is made to pi event tlie recun ence of an 
unquestionable epileptic seizure I pi escribe regulai 
daily anticonvulsant medication to those patients 
who had had only one convulsion of undeteimmed 
etiology (epilepsy) My general plan of theiapy foi 
epilepsy in childicn hus been repoited pieviouslv 
m detail ’ Biiefly, my policy is that medication be 
piescribed in full dosage foi at least foui yeais 
aftei the time of the last seizuie Following this 
peiiod, the dosage of the medication is giaduallv 
reduced and discontinued within an inteival of one 
to two vears Reasons for the administiation of 
piolonged continued anticonvulsant therapy to 
childien with one epileptic seizuie will be discussed 
furthei 

To my knowledge, the only papei m the cuiient 
medical literature which deals with this pioblem is 
that published by Thomas ‘ m 1959 He concluded 
that "because of the relatively high risk, aftei care¬ 
ful neurological and electioencephalogiaphic study, 
an anticonvulsive medication piogiani should be 
pioposed to the patient and a mutually acceptable 
plan of management worked out with him to pre¬ 
vent some of the serious handicaps accompanying 
recurring seizures ” 

Most of the tevtbooks of medicine, neuiologv, and 
pediatrics define epilepsy as a lecurrent illness and 
do not state what to do about a patient who has had 
only one seizure Otheis considei the problem 
briefly with diveigent conclusions The following 
quotation is from Putnam's '' recent book "Should 
a patient be given anticonvulsant medicines dailv 
if he has had only one or two attacks my e\peii- 
ence has convinced me that the wisest couise is foi 


the patient to take the maximum amount of medi¬ 
cation he can tolerate, just as if he weie subject to 
daily attacks A convulsion a yeai can cost a man 
his job, his diiver’s license, even his life, if it pio- 
vokes an accident Taking a few pills oi capsules 


a night IS cheap insurance against such catastio- 
phes, which I have seen occui in patients who 
became caieless through oveiconfidence" 

Because of the paucity of pubhshed mfoimation 
dealing with tlie management of a patient with one 
seizure, specific reference cannot be made in tins 
presentation to the findings and opinions of the 
many physicians who aie working in the field of 
convulsive disorders In die subsequent discussion, 
reference is iTitide to tbe beliefs atid attitudes o 
some othei physicians This information was ob¬ 
tained from parents (of our patients) and discussions 
with physicians It must be stated tliat the data 
presented are not based on contiolled studies but 
on general impiessions obtained from fo low-up 
studies made on thousands of epfleptic childien 
These patients have been observed by me for years, 
many for as long as 24 years Some of tliem were 
seen at the time of their first epileptic seizure and 
others after they had had several or manv seizures 
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Preventive Measures 


Prevention of Recurrence of Seizutes-To niv 
knowledge, most physicians who specialize in con¬ 
vulsive disoiders agree that about 50 to 60 per cent 
of children with recuirmg epileptic seizures can be 
completely controlled with anticonvulsant tlieranv 
These approximate statistics apply to children who 
have had several oi many seizures In view of these 
findings, it seems quite obvious that one could 
expect anticonvulsant medication to prevent a 
lecurrence of seizures in a higher percentage of 
patients who were treated aftei the first seizure 
In mv experience the longer the epilepsy exists, 
the inoie difficult it is to control the seizures Cer¬ 
tainly it is much moie difiicult to satisfactorily con 
trol a patient who lias had 15 to 20 seizures tlian 
one who has had only two oi thiee seizines A 
possible explanation foi this finding has been 
postulated by some physicians in the past "the 
biam gets into the habit of having convulsions in 
tliose patients who have frequent seizmes ” Theie 
may be some vahditj' to tins statement since it is 
generally known that by and large the longei any 
habit peisists, the moie difficult it is to control 


The nuinbei of patients currently suffeiing with 
lecuirent epileptic seizmes is high I believe that 
this number would giadually dimmish if anticon¬ 
vulsant therapy was routinely presenbed to even’ 
child who bad one epileptic seizuie To mv knowl¬ 
edge, there are no statistics winch indicate ]iom’ 
many people had onlv one seizure during their 
entire life span I have had the opportunitv to see 
many children at the time of their fiist epileptic 
seizure In the past I folloM’ed manv of them but 
did not presciibe regulai daily anticonvulsant 
medication It is mv impiession that at least 80 to 
90 per cent of tliese children had a lecmrence of a 
similai seizuie Howevei, since the policy has been 


instituted of treahng patients who had one seizure 
with dailv anticoni'iiJsant medication a maiked 
1 eduction in the numbei of patients who have had 
a lecurrence of seizures, has been observed at least 
dining the peiiod they have been followed 

Prevention of bi/uries—The incidence of death 
caused by epilepsy pei se is not significant How- 
evei, the occuiience of serious and sometimes fatal 
injuries m association with an epileptic seizuie 
cannot be overlooked This is another reason whv 
the physician should make eveiy attempt to prevent 
a recuirence of seizmes 

Pievention of Brain Damage -The question as to 
wliethei a convulsion pei se causes irreversible 
brain damage is a controversial one I believe that 
infrequent short seizmes do not cause significant 
nreversible oiganic biain damage On the other 
hand, it is my impression that prolonged major 
seizmes oi status epilepticus caused irreversible 
organic biam damage in some children 

Prevention of Emotional Problems —Exom dea 
mgs with the paients of children xvith convulsive 
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disorders, I liave learned tint the general ad^’lce 
given parents by m my of the physicians who \\ ere 
consulted at the time of the first seizure was as 
follow's Motlier and/or father, you kno\v that) our 
child has had a convulsion I have been unable to 
find a definite cause for this seizure My adwee is 
that you go home and forget about it ” ^Vhen the 
physician was asked by some of the parents 
ivhether their child ivas likely to have another seiz¬ 
ure, the general answer ivas, I do not know ” When 
asked about treatment, the general answer was, ‘I 
do not think that treatment is indicated at this time 
because no one kaiows for suie whether youi child 
will ever have another seizure Some children have 
a recurrence of seizures and some do not ’ I must 
admit that, in the past, I have also given similai 
id\ace to the parents of many of om patients 

Tlie most frequent of the emotional difficulties 
encountered in my patients and parents oi both 
were (1) fear of a lecurrence of seizures because 
of injury, death, or being out of contact for a period 
of time, and (2) feai of having their disorder ev 
posed to the general public because of the many 
stigmas which are associated with a con\ailsive 
disorder 

Emotional disturbances constitute a major prob¬ 
lem m the majonty of epileptic children and their 
parents or both In some instances, tliese disorders 
are a greater problem than the seizuies pei se A 
marked reduction has been observed in the occur¬ 
rence of emotional disorders m the children and 
their parents since the policy was instituted of 
treating a child witli daily anticonvulsant theiapy 
immediately after the first epileptic seizuie The 
following are some examples 

Report of Cases 

Case 1 —A tliree yenr-old girl vis seen by me with i 
history of recently having had a frank major epileptic 
seizure This spell occurred about 3 or 4 i m while the 
child was asleep m her room At tins time regular daily 
inticonvulsant medication was not presenbed for patients 
M ho had had only one seizure of undetermined ebologv The 
parents were told that clinical findings indicated that their 
child had a seizure of undetermined cause The> were in 
stnicted to go home and try to forget about the seizure 
ind tint tliey should return to see us if tlieir child should 
hue mother seizure The mother isked whetlier there was 
I possibiht> that her child would ha\e mother similar 
seizure My answer to this question was Some children do 
liaie a recurrence of seizures and some do not We cannot 
he specific m any induadual case ind also w e cannot predict 
when a recurrence might occur 

The mother did not tell me tint she hid been sleeping 
in her child s room every night since the seizure occurred 
Her hush ind, who ipparently w is a more stable person 
became quite disturbed about this scpiration from his wafe 
This situation became so disturbing tint he w is considering 
I duore-e 

After a period of ibout three or four months the mother 
returned She said that she could not take it an\ longer 
She stated that she just could not allow her child to sleep 
alone at night for fear that she might ha\c mother spell, 
fall out of bed and hurt herself Slie also evpressed the fe-ir 
her child might die dunng a spell She stiteel tint something 
had to be done to clear her mind of the ui\iet\ th it her 


child might ha\ e inotlicr seizure D ul\ inticoiu ulsont 
medicahon was prescribed for the child The motlier then 
asked whether there was still a chance that her child would 
have another seizure even if she took tlie medication reg- 
ularh My mswerxvas yes However, I did tell tlie mother 
that It w as less likely than without medication 

The mother continued to sleep watli tlie child for about 
three or four weeks after tlie mstitubon of phenobarbital 
therapy However her emotional difliculhes gradually dis- 
ippeared, and she returned to hvmg a normal life with her 
husband 

Case 2 —A male p ihent, 18 years of age, vv os a freslunan 
It college It tlie hmc of his first seizure Prior to tlie seizure, 
this young man was performing well scholastically He was 
a popular boy and participated m many compehtiv e sports 

The plivsician whom tins young man consulted because 
of the seizure adv ised him to forget all about the spell ’ 
No treatment was prescribed About one month later, tins 
young man had another similar seizure in the presence of 
Ins classmates on tlic campus grounds Follovvang tins spell 
he developed many emobonal problems He became de¬ 
pressed and refused to go back to school for fear that Ins 
classmates might make fun of him if he should have 
another spell 

He was seen by me shortly after Ins second epileptic 
seizure Regular daily onhconvailsant medicahon was pre¬ 
senbed immediatelv I told lum tliat there was i good pos¬ 
sibility he would never have anotlier seizure if he took Ins 
medicahon regularly After about a month Ins inxiehcs and 
fears gradually disappeared and he returned to school He 
has had no recurrence of seizures for six montlis ind is also 
doing well, both scholastically and emohonally 

Case 3 —An eight-year-old girl of a vv ealtliy and socnlb 
prominent family, was seen by me after her second major 
motor epilephc seizure These seizures occurred about one 
month apart The physician who treated tlie child ifter her 
first epilephc seizure instnicted the parents to forget about 
It and let their cluld hve a normal life He did not pre¬ 
scribe iny medicahon The parents isked whether tlicir 
child should go to school They had, on their own iccord, 
not allowed her to return to school since the first seizure 
He idvased tliem to send the child back to school and told 
them that whatev’er happened was in Gods hands 

The parents did not follow Ins mstruchons They did not 
send the child back to school for fear that if she would 
have a seizure at school and her condition of epilepsy 
became pubhely known, it would not only ruin tlie child 
but would also hurt tlie family socially' 

Follovvang the second seizure, the child was referred to 
me for evaluahon and treatment Dailv phenobarbital 
therapy w as presenbed, ind the parents vv ere told that tliey 
definitely should reUim their child to school They asked, 
IS have many other parents, whether tlie medicahon would 
lirev'ent their child from having a recurrence of similar 
seizures My answer was that 1 could not be completciv 
certain about this However, I did tell them that their child 
was less likely to have a recurrence of seizures if she took 
her medicahon regularly thin if she received no medication 
It ill They appeared to be able to accept this idvice since 
tliey immediately sent tlieir child back to school This child 
has not had any seizures dunng the past vcir The parents 
seem to be emohonillv stable enough at this time to lecejit 
the nsk of their child having a seizure at school 

Comment 

The above three case histones stronglv indicate 
that tlie idministration of anticonv-ulsant medic ition 
plaved a great part m relieving the fear and anxie¬ 
ties m the patient (case 2) and in the parents (cases 
1 and 3) It seems reasonable to assume that the 
emotional disturb inces exliibited bv tlie patient and 
ilso his second seizure (case 2) miv line been pre- 
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^ entpd if incdiCcition htxd been pi escribed imine* 
diatel\' after the fiist seizure 

The frequency of emotional disoiders, which re¬ 
sult from the anticipation of a recurrence of seizures 
IS, in mv experience, a distressmg problem Many 
more examples could be cited These distuibances 
are particularly significant in the teen-ager In many 
instances, they refuse to go to school, to attend 
social functions, and to paiticipate in spoits The 
fears and anxieties manifested by the parents appeal 
to be twofold some appeal to be pathologically 
concerned about then child’s welfaie, and, on the 
otlier hand, some seem to be worried about their 
own social status Some of the parents expressed the 
following sentiment “What will happen to oui so¬ 
cial standing if my child should haye a seizuie in 
public, what would our friends say, what would 
they tbmk^” Many called attention to the fact that 
the public at large still looks upon an individual 
ivitli seizmes as being crazy, insane, ot different 

Some of the physicians who believe that adminis¬ 
tration of daily anticonyulsant therapy to a child 
with one seizure is unwarranted have stated that 
they handle their patients in the following general 
mannei They tell the parents and older childien 
(who ask about a recurrence of seizures) tliat they 
should make eyery effort to accept the calculated 
risk They mention the possibility of epilepsy as a 
diagnosis, if asked They tell the parents and older 
children that the public’s attitude toward epilepsy 
is obviously unu'arranted This ma)' be considered 
as tlie appropriate scientific approach to such a 
problem as far as the physician is concerned How¬ 
ever, It has been my experience that this so-called 
psychological approach, plus the administration of 
daily anticonvulsant theiapy, is a much more prac¬ 
tical one 

Some physicians have stated that tliey do not 
believe that one should make a diagnosis of epilepsy 
in the case of a child with one seizure, and that even 
if they were considering such a diagnosis they 
would not tell the parents They have also stated 
that the administration of regulai daily anticon¬ 
vulsant therapy would suggest to the parents that 
then- child had epilepsy Of course, it is up to eveiy 
physician to decide for himself what he consideis 
as epilepsy As stated previously, I assign the diag¬ 
nosis of epilepsy to every person who suflrers with 
a convulsive disorder of undetermined etiology 
whether the patient has had only one seizure or 


nany , 

In my expeiience the majoiity of parents anc 

;ome of the older childien will thmk about epilepsy 
allowing the occuiience of one seizure In many 
mstances they do not ask the physician about the 
possibility of this diagnosis at 
initial interview I believe that it is due to the fact 
that they are fearful of the word epilepsy How¬ 
ever. in my experience, most of them 'vdl even^- 
ally during the course of the interview, ask do 1 
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have epilepsy? ’ or “does our child have epilepsy?” 

I do not believe that it is wise to withhold the 
term epilepsy from the parents and cite the fol 
lowing case as an example The mother of one of our 
patients stated that she took her child, who had 
suffered with several convulsions, to a physician 
After a thorough examination, the physician told 
the modier that he was unable to demonstrate a 
cause for her child’s convulsions The mother then 
asked the doctor the quesUon, “does my child have 
epilepsy? The physician in turn answered, “Mother, 
I do not know what the word epilepsy means In 
fact, the term epilepsy does not exist in my dic- 
tionaiy So far as I am concerned your child suffers 
with convulsions of undeteimined etiology” The 
mother left this doctor’s office quite confused She 
became ei'en more confused when her neighbor, 
who knew that the child had suffered with con¬ 
vulsions, asked whethei she thought the cliild had 
epilepsy 

The mother remembered fiom tlie mterview witli 
lier doctor that he had said there was no such dis- 
oider as epilepsy and that the word epilepsy did 
not exist in his dictionary When she was able to 
find the word in Webster’s dictionary, as well as in 
several textbooks from the library, she became more 
upset She then called her doctor and told him that 
he had confused her, that she did not have any 
confidence in his diagnosis, and also tliat she did 
not think his dictionaiy was a verj' important one 
because the term epilepsy' u'as ip Webster’s 
dictionary and in books by many famous doctors 

The emotional difficulties which arise in some of 
the parents and older children or both are un¬ 
doubtedly related to the public’s attitude toward 
epilepsy Because of this, I recommend that the 
diagnosis of epilepsy not be generally publicized 
Howevei, I believe that it is wise to explain to the 
parents and some of the older children exactly what 
the term epilepsy means and also emphasize the 
fact that tlie layman’s attitude is completely un- 
xvairanted I believe that it is unwise to tell the 
younger child and even some of the teen-agers about 
the diagnosis of epilepsy, unless they specifically 
ask the physician It may be that the term epile^y 
can be explained moi e clearly to these persons when 

they get older , , . 

Some physicians have argued that since 
convulsant therapy, m some patients, produces 
untoward reactions such as drowsiness, the so-cciueu 
“cure” may cause more difficulties than the risk of 
a recuirence of seizures or emotional disturbances 
It is true that some patients do complain of annoy¬ 
ing side-effects, such as drowsiness However, m m)’ 
experience, the physician can establish an adequate¬ 
ly tolerated dosage level m practically eve^ patient 
if the medication is admmistered properly In the 
exceptional cases it may be necessary to discontinue 
all medication because of side-effects which inte - 
fere with the patient’s general xvell-being it 
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important to note that I do not recommend that a 
child with one seizure be treated with drugs which 
are known to have caused serious side-effects 

Some physicians have argued that tlie first seizure 
of undetermined etiologv actually miy not be 
epilepsy but may be the initial clinical manifesta¬ 
tion of an intracranial neoplasm They believe that 
the correct diagnosis may be obscured if anticon¬ 
vulsant therapy were to be prescribed immediately 
I do not believe that this is true To mv kmowledge, 
inticonvulsants do not suppress signs or symptoms 
of a brain tumor, and, if the passage of time proves 
that the mitial seizure was a manifestation of some 
disorder other than epilepsy, I believe that the 
correct diagnosis is more likeh' to be detected in 
those patients who are recemng daily medication, 
since they are more apt to be followed-up regularly 
bv a physician 

Some physicians would not piescribe regular 
daily anticoniailsant therapy to a patient u'lth one 
seizure for fear that he may become unnecessarily 
addicted to the drug The same argument can be 
advanced with regard to prescnbmg prolonged 
therapy to patients who have had tu o, three, or four 
seizures In my experience, drug addiction is not a 
problem in the treatment of epilepsy, particularly 
m the case of children I have studied manv chd- 
dren who have taken drugs such as phenobarbital 
or diphenvlhvdantoin sodium (Dilantin) daily for 
five or si\ years or eyen longer m uhom no diffi¬ 
culties were encountered aftei the medication was 
discontinued Some of these patients did have a re¬ 
currence of seizures, but I do not recall one patient 
who appeared to have become addicted to the anti- 
comoilsant medication 

I do not know how those ph\sicians who con¬ 
sider one seizure as insignificant” deal with teen- 
igers who wish to drive an automobile I have 
found this to be a major problem Certamly every 
physician is obligated to adyise any person who 
has had a seizure of undetermined etiologv not to 
operate a motor vehicle It seems quite obvious that 
most patients, particularly teen-agers, \\ ho are told 
that they should not drive an automobile (for a 
period of time) would consider that their disturb¬ 
ance IS serious md that a lecurrence is expected 

Conclusion 

It IS mv lecommendation that children who 
have had one seizure of undetei mined etiology 
should be considered as having epilepsy and should 
he treated w'lth daily anticonvulsant therapy Mv 
group has been asked wdix w e conbmie the 
medication m full dosage for such a long penod 
of time (four years) Our answ'er is that it his been 
our ex-penence that the longer anticoni'ulsant 
therapy is continued in any epileptic patient, the 
less likely it is tliat he wall have a recurrence of 
seizures after the therapy is stopped Mdien w’e 
first started to w'ork wath ejaileptic p itients 24 \ e irs 


ago, it was the policy of this clinic to contmue 
medication for one year Durmg tlie followang 
years w'e mcreased the duration of tlierapy to the 
present four-year penod, and w'e have observed a 
considerable reduction in the number of patients 
wdio have had recurrence of seizures In female 
patients, we prescribe the medication in full dosage 
for at least one j'ear after tlie onset of menstruation 
smce this is the age at xvhich untreated female pa¬ 
tients frequently have a recurrence of seizures 
Therefore, m some female children, depending on 
the age of onset of the seizures, we prescribe anti- 
conamlsants in full dosage for periods longer than 
four years 

This program of administering prolonged daily 
anbconvulsant therapy to children xvith one seizure 
(epilepsy) xvas insbtuted in our clinic about eight 
or nme years ago It is our general impression that 
many children did not have a recurrence of seizures, 
and that emotional diflBculbes in the pahent and 
parents or both were prevented or at least mmi- 
mized m many instances because of this therapy 
We beheve that if more children w'ere treated in 
the same manner, the currently great number of 
emotionally disturbed epilepbc patients and their 
emotionall}' disturbed parents w'oiild gradualh' 
diminish 

Some physicians treat an initial seizuie of un¬ 
determined etiology lightly Many parents are ad¬ 
vised to ‘go home (without treatment) and let’s 
wait and see if your child has another convulsion 
Other parents have told us that they xvere adi'ised 
after the second or third seizure ‘ \\^ell, maybe he 
won’t have any more, let’s xvait and see Obviously 
this could be carried on indefinitely 

I believe that most physicians w'ould presciibe 
prolonged daily anbconvulsant therapy for a child 
who has had two or three epileptic conxoilsions If 
those physicians w'ere asked wdiy they prescribed 
this prolonged therapy for these children, I beheve 
that the only answ'er w'ould be. To prevent a re¬ 
currence of addibonal seizures” It seems quite 
obvious that the same therapy could verx' likely 
have prevented the child from Inx-mg the second 
or third seizure 
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C ONDITIONS may be laie for two umelated 
reasons, because they aie genuinely infrequent 
or because they aie not recognized Piobably both 
factois are opeiative in the disease described in this 
repoit The hallmark of this condition is a dome- 
shaped, cold, nontendei abscess that has neither a 
central coie nor the tendency to point Though any 
site may be involved, common locations are the 
occiput, back, and buttock Usually there are many 
lesions, diagnosis is more difficult when there are 
one or two Untreated, the lesions break down and 
yield a liquid pus without pointing It is only on 
casual mspection that furuncles are mimicked, yet 
this IS die diagnosis probabl)' apiilied to most cases 
In some instances superficial pustules and vesicles 
reminiscent of miliaiia-hke syndromes precede oi 
are concommitant with the typical nodule The 
concept of sw'eat retention is too recent for earlier 
witeis to have gu'en a precise descnption of this 
aspect 

The disease usually occurs in infants In the orig¬ 
inal reports maiasmic and debilitated infants weie 
considered particularly susceptible, however, it is 
now realized that healthy infants may be affected 
In the latter, despite die laige number of suppui- 
ating lesions which suggest widespiead pyogenic 
infection, there is geneially little or no fevei Earlier 
in die century this condition was frequently recog¬ 
nized in Europe The condition has been reported 
in America only tsvice ^ 

Report of a Case 

A 6-week-old girl was admitted to the Hospital 
of the University of Pennsylvania on Sept 14,1959 
According to the patient’s mother, the infant had 
geneiahzed vesicular lesions at the age of 3 weeks 
A diagnosis of chicken po\ was suggested by the 
family physician When the girl was 4 weeks old, 
multiple nodules were noted and the diagnosis of 
generalized furunculosis was made The infant 
received an in 3 ection of pemcillm one week prior 
to admission and on the day of admission 
The infant was well nourished and afebrile Pos- 
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Mulfiple sweat gland abscesses ore a dis¬ 
tinctive primary pyoderma of the eccnne 
sweat glared apparatus, usually affecting in 
fanis The hallmark of this condition is one 
to many dome-shaped, cold, noniender 
abscesses that have neither a central core 
nor a tendency to point These features as 
well as the lack of follicular involvement on 
examination of serial sections of biopsy rno- 
terial differentiate the condition from furun 
cuiosis, with which it may be confused A 
preceding or concomitant finding in some 
cases IS superficial pustules or vesicles (peri¬ 
poritis) In the case presented the antibiotic 
therapy used did not effect a rapid resolu¬ 
tion of lesions but apparently prevented the 
formation of new and the spontaneous rup¬ 
ture of old lesions 


itive physical findings were limited to the skin 
Many firm, well-circumscribed, dome-shaped, 
smooth nodules covered the entire body but were 
most maiked on tlie chest and upper part of tlie 
back (fig 1) Particularly worthy of emphasis in 
the differentiation of furuncles is the fact that these 
lesions were nontender and not hot Though there 
was no evidence of pointing oi core formation, 
puncture yielded a thin pus containing gram- 
posiPve cocci, from which coagulase positive 
staphylococcus (Micrococcus) pyogenes var aureus 
was isolated 

By the disk method of sensitivitv testing, the or¬ 
ganism was deemed resistant to penicillin, strep¬ 
tomycin, tetracycline, and erythromycin, it was 
sensitive to chloramphenicol (15 units per milliliter) 
and novobiocin (25 units per milliliter) The white 
blood cell count was 14,300 per cubic millimeter 
The values obtained by other routine tests were 
witliin normal range 

Histopathological examination of an excised nod 
ule showed a huge, sharply dehmited abscess m the 
deep dei-mis, extending into the subcutaneous hs 
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sue (fig 2) A mass of polymorphonuclear leuko¬ 
cytes was concentrated m the center Penpherall)^ 
the abscess \\ as nmmed b^^ a u ide band of epithe¬ 
lioid cells, among yhich \aere foreign bod\ giant 
cells Examination of complete serial sections did 
not reveal hau follicle involvement Gram stains 
showed several clusters of gram-positi\ e cocci 
some of which were wathin leukocytes (Fig 3) 
Acid-fast bacilli and fungi \aere not demonstrated 
in appropriateh’ stained sections 
Initial therapa included precautions against infec¬ 
tions, daily hexachlorophene baths, and application 
of saline solution compresses to the larger abscesses 
Treatment with chloiamphemcol suspension (250 
mg per day) was substituted for admmistration 
of procame penicillin (300,000 units mtranauscularly 
per dav( when the results of sensitivit)’’ tests be¬ 
came known (Sept 17) Several abscesses were 
incised and drained 



F‘8 1 —Mulhple dome shaped lesions pathognomonic of 
multiple sweat gland abscesses Note lack of pointing 


New abscesses did not deaelop during hospital¬ 
ization Furtliermore, after the institution of anti¬ 
biotic therapy, none of the lesions spontaneousb 
drained As the mfant remained asxTnptomatic, she 
was discharged after 10 daxs (Sept 24) Healing of 


the lesions required a further three to fixe xveeks 
Txx'o months later the involx^ed sites shoxved hxqper- 
pigmentation but no gross scarrmg (fig 4) Healmg 
xvas the same xx'hether lesions xx'ere incised or left 
alone 



Fig 2—Huge abscess occup>ing deep dermis and upper 
part of subcutaneous tissue Peripheral band of epithelioid 
cells cannot be xisuahzed at this magnification (hema- 
toxahn-eosin stain, X 24) 

Comment 

In the European literature, Lexx'andoxx'skx' ‘ has 
given the most elaborate tieafment of this subject 
According to him, the disease has the folloxx’ing 
genesis It begins either (a) as a small bactena- 
contammg pustule in relation to the intraepidermal 
portion of the eccrine sxveat duct, later burroxx-ing 
doxxm to mx'olx'e the entire glandular apparatus, or 
(b) in the glandular portion Obxuously, to xvork 
out the ex'olution of the disease one must see early 
histological sections, an opportumty that xvas de¬ 
nied to us Tlie destruction is so great m the mature 
stage tint no connection xvith anx' portion of the 
eccnne duct can be made out Even xvhen the dis¬ 
ease begins superficially, the process is not to be 
interpreted as a x'arietj’ of miliaria All forms of 
mdiaria are mitially sterile The older literature 
makes it clear that miharia-like lesions ire not a 
constant or necessarx' feature of the disease 

The central diagnostic problem is to differentiate 
furunculosis In their excellent onginal Amencan 
report, Mopper, Pinkus, and lacobellemphasized 
the pomts of difference, namelx lack of core for¬ 
mation and pointing, coldness and nontendemess 
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and smooth dome-shaped lesions with no relation 
to hau follicles 

Fiom all that can be learned fiom the existing 
literature, bacteiia have been found consistently in 
the unruptured lesions This piocess is best inter- 
pieted as a piimaiy pyodeima, localizing m the 
ecciine sweat gland appaiatus The teim "peripoi- 
itis,” which has been used occasionally, is inappro- 
piiate, except when it lefeis to the superficial early 
pustules The relative coldness of sweat gland ab¬ 
scesses may be due to the fact that these lesions 
contain fewei organisms than do furuncles 

Oui patient gave evidence of ha\ang responded 
to appropriate antibiotics in that new lesions did 





X 2,600) 

not develop and 

However, the Lack of prominent 


Summary 

Multiple sweat gland abscess is a distinctive 
primary pyoderma of the eccrine sweat gland ap 
paratus, consisting of one to (usually) many cold, 



F>g 4 -Patient hvo months after hospitalization H)per- 

pigmenlation is onlv abnormal finding 


dome-sliaped abscesses lliat neitlie. 
hair follicles, nor have a central core Superfiomi 
pustules (periporitis) are sometimes a preceding 
Lncomitant finding In our patient, 
antibiotic tlierapy prevented the foimation of 
lesions and spontaneous rupture 
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Diabetic Retinopathy 

Degenerative Vascular Complications of Diabetes and Discussion 
of Clinical Aspects of the Disease 
Frank C JVinter, M D , Palo Alto, Calif 


I T IS IRONIC tliat one of the great medical vic¬ 
tories of this century, the discovery and utiliza¬ 
tion of insulm, has led to the present mcreasing 
concern for the welfare of the patient with diabetes 
The hard fact is that among diabetics death from 
cardiovascular and renal disease is out of all propor¬ 
tion to that of die general population, and diahetic 
retinopathy is rapidly becommg the single most 
important cause of new blindness among the adult 
population of the United States 
Figures from the National Society for the Pre¬ 
vention of Blindness' indicate this trend In New 
York State the percentage of blindness due to dia¬ 
betes in 1941 was 4 5%, m 1954 it was 12 7%, in 
1955 it was 15 3%, m 1956 it was 14 4%, and in 1957 
it was 16 6% In Massachusetts the rise was from 
3 8% in 1941 to 17 2% in 1958 Similar increases in 
incidence have been reported from California, 
Pennsylvania, and England The National Society 
for die Prevention of Blmdness now estimates the 
number of persons in whom blindness is due to 
diabetes m the United States as 29,000, or 8 4% of 
all blind persons 

Although the realization of these facts has brought 
about an increasmgly strong research effort from 
many of the fields of medicine, the basic defect in 
the vascular lesion is still unknown and there is no 
specific treatment of any kind Continuing progress 
IS being made, however, in the understanding of 
the natural history and pathology of diabetic vas¬ 
cular disease and in the biochemistry and tech¬ 
niques of analysis of the compounds mvolved This 
report is a summary of the present state of knowl¬ 
edge and a statement of current good practice in 
the management of the principal ophthalmologic 
complication of diabetes 

Relation of Vascular Complications to Duration 
and Control 

Duration of Disease —For many years now it has 
been apparent that the frequency of vascular dis- 

From the Division of Ophthalmolog> Department of Surgen Stan¬ 
ford Unu ersitj School of Medicine 

Delivered before the Washineton State Medical Societv Sept 15, 
1959 


The incidence of blindness due to diabetic 
retinopothy hos increased from less than 1 % 
in 1930 to more than 15 Vo in 1960 A simi 
lar increase has occurred in the incidence of 
other forms of diabetic degenerative vascu 
lar disease Clinical statistics have demon 
strated that the incidence of retinopathy is 
directly related to the duration of the disease 
and that the onset of retinopathy can be 
delayed and its severity limited by careful 
diabetic control Despite a motor research 
effort the pathogenesis of diabetic retinop 
athy IS not clear and there is no specific 
treatment Early case finding and strict con 
trol are the only methods now available for 
the prevention and modification of the de 
generative vascular complications of dia 
betes 


ease increases directly mth the duration of dia¬ 
betes The table, taken from an article bv Brv'fogle 
and Bradley,^ is illustrative 
Degree of Control —For some time there v'as a 
question as to the importance of good control of the 
diabetes in pievention of vasculai complications It 
has taken over 30 years for statistically significant 
numbers of carefully controlled and carefully ob- 
ser\'ed diabetics to be accumulated to clarify this 
pomt^ Since 1950 reports concerned witli the in¬ 
fluence of control on the degenerative complications 
of diabetes have appeared in sufficient numbers to 
make the followmg facts clear 1 The presence of 
retmopathv is not related to the severiti' of the 
diabetes as measured by the insulin requirement 
2 At each stage of durahon, good control of the 
diabetes reduces the incidence of retmopathv bv 
30 to 50%> 3 Earlv diagnosis and careful control of 
diabetes over tlie vears tends to prevent such 
retmopatliv as does occur from reachmg a severe 
stage even m cases of more than 30 \ ears’ duration 
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T]ie figuie, taken fioni Keiding, Root, and Marble,* 
iilustiates these points 

Pathogenesis of Vascular Complications 

It IS now agieed tliat in addition to a defect of 
glucose metabolism the diabetic is also subject to 
a sepal ate, degeneiative vascular disease of the 
glomerulus and letina that piobably involves a 
defect in the metabolism of complex liiiopiotein- 
carbohydrate molecules, geneiallv knoum as mu¬ 
coids 01 glycopioteins “ 

Glomendat Lesion—The specific nodular lesion 
of the glomeiulus of the diabetic has distinctive 
piopeihes that allow it to be identified histochemi- 
call)^, by phase microscopy, and by its ultia-violet 
absorption spectium" It is positively coirelated 
with duration of diabetes and the piesence of 
retinopathy" Foi years the pathogenesis of the 
diabetic lesion of the glomeiulus has been con¬ 
fused by the fact that in addition to the nodular 
lesion a diffuse glomeruloscleiosis and an exudative 
gloineiular lesion also occur with great frequencv 
in diabetes Neithei of these two foims is specific 
for diabetes alone, since they also occur in glo¬ 
merulonephritis and in hyiiei tension without dia¬ 
betes The diffuse foim has also been pioduced 
expelimentally in animals by alloxan and hy pan- 

luctdence of Vascular Disease iii 394 Cases of Diahetes° 
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createctomy ^ The exudative lesion has been pio¬ 
duced m man and animals bv steioid administra¬ 
tion ® So far, however, no one has succeeded in 
producing the specific nodular lesion of diabetes 
undei experimental conditions 

Vascular Lesions —All of the blood vessels of the 
diabetic appear to be susceptible to piemature 
aging and degeneiation, and this is leflected in the 
fact that among diabetics tlie death late from 
cardiovasculai and renal disease is twice that of the 
geneial population ^ 

Aiterioscleiosis At all ages the incidence of 
artenosclerosis increases m the diabetic This 
seems to be due to “acceleration of the aging 
process” rathei than to any difference oi specificity 
of the lesion 

Arteiiolai Lesions There is a highly chaiacter- 
istic subendothehal accumulation of hyalin m the 
afferent and efferent glomerular arterioles of tlie 
diabetic Ashton *” has described a similar change 
in the wall of the retinal arteiioles in diabetes A 
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occurs in hypertension witliouf 

Capillary Aneurysms Since Fnedenwald’s ’ dem 
onstration of the retinal aneurvsms of diabetes 
ophthalmologists have come to think of them as 
liiglily specific While they are entirely typical and 
characteiistic of diabetic retinopatliy, they are not 
pathognomonic of the condition They also occur as 
isolated findings in otherwise normal persons, in 
patients who have hypertension or arteriosclerosis, 
and in patients with such unexpected conditions as 
pernicious anemia and sprue Similai aneurysms 
liave been produced experimentally by obstruction 
of tlie central retinal vein in nondiabetic cats ” 

Lesions of Veins Dilated, tortuous, and saccular 
retinal veins are common in diabetic retinopathy, 
and various reports have appeared on capillary and 
venous aneurysms and anomalies in the conjunctiva 
and nail bed of the diabetic 

Biochemical Research —In recent veais many of 
the more complex fractions of the blood have been 
studied and comparisons made between the find¬ 
ings in diabetics and nondiabetics and between 
diabetics with and diabehcs without retinopatlij’ 

Glycopioteins (Hexosamine and Protein-Poly- 
saccharide Complexes) The levels of tliese sub¬ 
stances aie usually reported to be highei in the 
diabetic than in the nondiabetic and higher in the 
diabetic with retinopathy than in the diabetic with¬ 
out letinopathy Unfortunately, there aie many 
variables in the techniques of collection, storage, 
extraction, assay, and interpretation, so that con¬ 
flicting reports ai e common, and even when a frac¬ 
tion IS thought to be elevated it is impossible to sav 
whether this is the cause or result of the diabetic 
condition m question 

Lipids The intimate and extensive inteirelation¬ 
ship of lipid and glucose metabolism have been 
under constant study for many years As might be 
expected, the various lipid fractions are usuall)' 
found elevated in the diabetic,and abnorrnal 
lipids have been identified in the urine of the 
diabetic patients Hoxvever, as is the case with the 
glycopioteins, the specificity of these findings is in 
doubt, and it is quite uncertain whether they repre¬ 
sent cause 01 effect 

Steroids The lecognition of die nonspecific 
“exudative" glomulai lesion of the diabetic and its 
production in man and expeumental animals bv 
coitisone acetate focused a great deal of attention 
on the possibility that the adrenal cortex plays a 
role in diabetic degenerative disease Although 
there is a considerable bodv of clinical and patho¬ 
logical evidence to suggest that adrenal cortical 
function IS implicated m the pathogenesis of dia¬ 
betic vascular disease, lecent improvements in the 
methods of study of urmary and plasma steroids 
have revealed no evidence of abnormal adrenal 
function m patients with uncomplicated diabetes, 
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diabetic retinopatliy, or diabetic nephropathy “ At 
jthe present time this portion of the worh could he 
summarized by saymg that the “exudative” lesion 
produced by steroids is not the basic lesion of 
diabetes and the adrenal does not play a direct 
part m the pathogenesis of diabetic retinopathy 

Clinical Association of Retinopathy with Other 
Features of Diabetes 

Clinical evidence suggests that the incidence of 
diabetic retmopathy is directly related to the dura¬ 
tion of the disease The degree of control also exerts 


retmopathy and an incidence of 0 42 in diabetic 
patients without retmopathv This suggests that 
a clinical diagnosis of intercapillaiy^ glomerulo¬ 
sclerosis should not be made m the absence of 
diabetic retinopatliy'' According to Sancetta, in 
1951, 10 of 12 patients with diabetic neuropatliv 
also had diabetic rehnopatliy, according to Becker 
and Davies, m 1952, 46 of 49 such patients had 
diabetic retinopathy These figures, wliieli also 
appeared in the article by Becker and others,® show 
that diabetie neuropathy is also usuallv accom¬ 
panied by diabehc retinopathy 



Grades of Retinopa1hy= I 


s HTT 


Effect of control on incidence and seventy of retinopath> (from Keiding, Root, and Marble ■*) 


1 definite diougli somewhat less direct effect on the 
onset and severity of tlie retmopathy There is an 
intimate relationship between diabetic retmopathv 
and the specific nodular degeneration of the kidnev 
glomerulus According to a study made by Ashton 
m 1949, the mcidenee of intercapillary glomerulo¬ 
sclerosis in diabetic patients was 7 12 m those with 
retmopathy and 0 9 in those without retmopathv, 
according to Friedenwald and Day, in 1950, the 
incidence was 25 43 in those with retmopathv and 
0 33 m those without Together these figures give 
an incidence of 32 55 in diabetic patients nith 


Treatment 

There is no specific treatment for diabetic reti- 
nopathv Since 1950 tliere lias been a more or less 
reasonable basis for trial of manv agents and pro¬ 
cedures Among the more promismg n ere vitamins 
E, P, C, and B 12 , earbazochrome (Adrenosem) 
sahcxkte, hpotropics, cysteine, androgens, estro¬ 
gens, \-rav therapv, adrenalectoms', and In-poplns- 
ectomv ” Mbth the possible exception of hvpo- 
phvsectomv, none of these procedures has prosed 
effective and none warrants use b\ the clinical 
ophthalmologist 
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DIABETIC BETINOPATHY-WINTER 
Confiol -Good coiitiol is the only lational 


pioach to the treatment of diabetic retinopathy at 
tins time \Vlnle pliysicians miglit certainly wish for 
a moie effectii'e weapon, it is the only defense tliat 
they have and as such must be used to the utmost 
It IS the duty of the ophtlialmologist to insist that 
his patients maintain tlieinselves in good contiol at 
all times and to demand of his intennst friends that 
they maintain the stnctest possible control of the 
diabetic patients under then jomt caie 
Limifoiio)! of Acfivt/ies —In the latter stages of 
retinopathy the frequency and seventy of hemoi- 
ihages may be noticeably reduced by the prohibi¬ 
tion of haid physical activity oi labor Straining, 
coughing, and the like should be avoided In 
women fresh bleeding is especially frequent in the 
iveek prioi to inenstuiation, and particular caie 
during this period may be helpful 
Pregnancf/—Retinopathy usually gets woise in 
the last trimester of piegnancy if the patient already 
has grade 3 or grade 4 retmopatliy Strict control 
and delivery of the fetus at the 35th or 36th week 
minimizes complications, but tlie likelihood of nor¬ 
mal completion of piegnancy and a normal, viable 
child IS 1 educed approximately 50% in the presence 
of any form of retinopathy If severe retinopathy is 
present at the outset there may be a real threat of 
blindness or of maternal mortality 
Low-Faf Diet —Van Eck and otheis have re¬ 
ported regression of exudatii'e lesions in the retmas 
of patients kept on a stnct low-fat diet There was 
no improvement m hemoirhagic lesions, capillary 
aneur)^sms, or visual acuih', and it is not clear 
whether the exudates actually absorbed or simply 
became less visible due to a reduction m their lipid 
content Nevertheless, the possible lole of dietary 
fats in the pathogenesis of diabetic retinopathy 
deserves further study 

Summaiy and Conclusions 

The inci eased life span of the diabetic made 
possible by the control of the defect of carbo¬ 
hydrate metabolism has brought about a steady 
increase in the incidence of vascular complications 
in these patients This is shown by the fact that the 
death rate of diabetics from cardiovascular and 
renal disease is twice that of the general population 
and by the alarmmg mciease in the rate of new 
blindness in adults due to diabetic retmopatliy 
Most of the cardiovascular changes are those of 
aging and senility and except for their premature 
onset in the diabetic aie not different from lesions 
seen in the general population The pecuhai capil¬ 
lary degeneiations of the retina and of the glomeru¬ 
lus, however, are highly characteristic of diabetes 
and appeal to be due to a complex disturbance in 
lipoprotein and mucopolysaccharide metabolism 
The duration of diabetes is important in the 
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incidence of vasculai degeneration, but there is now 
adequate clinical evidence that early case findine 
and strict control will delay the onset of vascuW 
complications and minimize their seventy In tlie 
absence of an effective method of treatment it is the 
duty of all physicians to make a constant effort to 
nnd the new diabebc and to improve tlie excellence 
of control of tlie kmoxvn diabetic 

300 Pasteur Dr 
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Pitfall in Diagnosis of Diabetic 
"Cord Bladder” 


Intiaspuial Ependymoma 

Jack P Whisnant, M D , and J Grafton Love, M D , Rochester, Minn 


Not all neurological symptoms m diabetic pa¬ 
tients represent diabetic neuropathy This must be 
kept clearly in mmd if one is to avoid a common 
clinical trap The diagnosis of diabetic neuropathy 
IS usually based on exclusion of other explanations 
of the symptoms, and it is often difficult to decide 
how far to go in excluding other possible causes 
Ellenberg' cited seven diabetic patients who had 
symptoms initially tliought to be related to diabetes 
but later found to be due to other causes, in five, 
the misleading symptoms were neurological 

We are reporbng another case in which neuro¬ 
logical symptoms were thought inihally to be due 
to diabetes but were proved to be caused by an 
mtraspinal tumor compressing the conus medul- 
lans This patient’s neurological symptoms were 
urinary and fecal mcontinence, and, to make tlie 
problem more difficult, he had an associated pe¬ 
ripheral neuritis which undoubtedly was related to 
his diabetes 

Disturbances of micturition are not uncommonly 
associated with diabetes melhtus Rundles“ cited 
28 cases of vesical dysfunction among 125 patients 
with diabetic neuropathy Martin “ noted 12 cases 
of disturbed micturihon among 150 patients with 
diabehc neuropathy, and in most of these the 
urinary symptom was dysuna, hesitancy, or pre¬ 
cipitancy Urinary retention with overflow occurred 
in three patients and nocturnal incontinence in one 
Bamiville and Drury “* concluded that 10% of 50 
long-term diabetics had neuropathic disturbances 
of micturition Impotence frequently has been as¬ 
sociated with the unnary symptoms of diabetes “ 
Most of the patients who had urinary symptoms in 
these senes had additional neurological findings 
that suggested peripheral neuritis 

Many of these pabents had xmsical symptoms 
sucli as dysuna, hesitancy, or jirecipitancy, and in 
at least some instances prostatic obstruction and 
urinary sepsis played an important part in the pro- 

From the Section of Neiirologi (Dr Whisnant) and the Section of 
IWurologic Siirgeo (Dr Lose) Xfn}o Clinic and Ma>o Foundation 
The Ma>o Foundation is a part of the Graduate School of the Uni 
icrsiti of Minnesota 


T/iis IS a report of a case in which urinary 
and fecal incontinence were thought initially 
to be due to diabetic "cord bladder" but 
proved to be caused by an mtraspinal tumor 
compressing the conus medullaris The patient 
also had a peripheral neuritis which un¬ 
doubtedly was related to his diabetes Urinary 
and fecal incontinence are uncommon com 
plications of diabetes That they do exist as 
apparent complications is attested to by two 
published autopsy reports and other individ¬ 
ual but unconfirmed reports When clinical 
doubt exists in such instances of inconti 
nence, radiologic contrast studies are usually 
necessary 


duction of symptoms In our expenence, urinary 
or fecal incontinence could rarely be ascnbed to 
diabetes It is notewortliy that Goodman and co¬ 
workers accept the concept of neurogenic disturb¬ 
ances of the bladder as a part of diabetes but men¬ 
tion no specific examples in tlieir experience witli 
261 patients who had diabetic neuropathy Also, 
Mulder and co-v orkers “ did not obsenm this symp¬ 
tom m a recent study of 100 unselected consecutive 
diabetic patients 

Despite the relahve ranty of the occurrence, 
there seems little doubt that the unnarj' symptoms 
m a sizable number of patients m the large senes 
tliat have been cited, as xxell as m selected patients 
from smaller senes," were related to diabetic neuro¬ 
pathic disturbances of vesical function Cystomano- 
metnc studies, when done, revealed (1) impaired or 
absent sense of filling, (2) low expulsive force, and 
(3) increased capacity" 

Postmortem studies haxe been made on at least 
two such diabetic patients Gill cited one case of 
unnarj retention xxathout urinar)' cause for ob- 
strucbon in vhich autopsx' rexealed difi^use gliosis 
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diabetic ‘CORD BLADDEB”-WHISNANT AND LOVE 


cind VticuoliZcition of the doi sal columns of the 
spinal cold and degeneiation of the posteiior nerve 
roots Sheppe repoited on a diabetic patient with 
niinaiy dribbling and a dilated bladder, autopsy 
disclosed that the most definite lesion leferable to 
the uiinaiy symptoms was vacuolization and lare- 
faction m one posterioi root 

Bowel svinptoms ma^' also be associated with 
diabetes Persisting diaiihea is generally accepted 
as potential evidence of diabetic involvement of 
tbe autonomic neive supply to the colon Occa¬ 
sional fecal incontinence may occur with this kind 
of dial rhea In othei instances, fecal incontinence 
has been associated nath uiinarv incontinence of 
presumed diabetic oiigin " 

In a brief leview of the hteiatuie we could find 
only one instance in which sensori' symptoms were 
noted in the saddle legion, associated with uiinary 
incontinence of presumed diabetic origin Rundles* 
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Fig 1 —Dissociated scnsorj’ loss in patient \Mth tumor 
compressing conus medullaris (0=normaI) Touch O, pain 
—2, and temperature —2 

mentioned two patients M'lth atonic bladdei who 
had cutaneous hyperesthesia in the pudendal area 
He did not mention the possibility of a cause other 
than diabetes for these symptoms 

We are leporting on a patient with long-standing 
diabetes niellitus and evidence of peripheral neu¬ 
ritis in whom progressive urinary and fecal incon¬ 
tinence developed 

Report of a Case 

A 69-year-old man, admitted to the hospital on 
Oct 16, 1958, complained chiefly of urinarv and 
fecal incontinence of about 16 to 17 months dura¬ 
tion He had begun to have leakage of urine and 
inability to hold his mine m May, 1957, and he 
had no sense of vesical fulness This s^ptom was 
gradually progressive Soon thereafter he began to 
have occasional involuntary bowel movements This 


symptom also was progiessive, and within a few 
months he was completely incontinent of urine and 
feces In Septembei, 1957, he was examined in an 
other medical center at which tmie he was incon 
tment of urine and feces, and these symptoms were 
attributed to visceral neuropathy associated with 
diabetes An indwelling catheter was put into place, 
and he was maintained on constant catheter dram’ 
age A few months prior to admission to tlie Ma\o 
Clinic m October, 1958, he had begun to have 
cramps m both legs and peculiar sensations in his 
feet at night 

The patient had had diabetes foi about 18 years, 
he had begun using insulin in 1943 On many occa 
sions his diabetes had not been controlled, since 
his wife thought that he felt bettei ndien his blood 
sugai level was increased He had not had insulin 
leactions 

In 1954, ulnar-neive palsy had developed on the 
left, for w'hich a decompression of tlie left ulnar 
nerve v'as done in April 1955 A lobulated fibro 
myxolipoma was found and remo\'ed from its at¬ 
tachment to the ulnai nerve m the intramuscular 
bed just distal to the elbow joint 

In Januarj', 1955, transurethral resection for a 
transitional cell carcinoma of the bladder had been 
done elsewhere It w'as stated that tins tumor was 
not an infiltrating one In February, 1956, a trans- 
uiethral resection of benign prostatic tissue had 
been pei formed at the Mayo Clinic, and the patient 
had been u'ell after this until the onset of the symp¬ 
toms m the illness described m this report 

On admission in October, 1958, the patient was 
taking nitrofurantoin (Furadantm), 100 mg four 
times daily, for control of infection in his bladder 
He was also taking vitamin Bi.>, an iron preparation, 
secobarbital sodium (Seconal), and prochlorpera¬ 
zine (Compazine) daily and mineral oil and a saline 
laxative as needed to control Ins boivel movements 
His temperature v'as 98 6 F (37 C), pulse rate 92 
per minute, and blood pressure 145 mm Hg systolic 
and 70 mm Hg diastolic His thorax appeared 
emphysematous and was hypeiresonant, and his 
breath sounds were distant The heart rhythm was 
made irregulai by frequent premature ventricular 
contractions 

The eye movements were abnoiinal in that he 
had bilateral Duane’s retraction syndrome, which 
had been present since an early age There was 
atrophy of the interosseus muscles of the left hand 
and weakness of these same muscles and the flexors 
of the fourth and fifth fingeis of the left hand- 
findings consistent with the old ulnar-ner\'e palsy 
There was no demonstiable sensory deficit refer 
able to this The quadriceps femoris and gastroc 
nemius-soleus reflexes were absent bilaterally \i 
bratory sense was moderately reduced at the knees 
and markedly reduced at the malleoli bilateral!}. 
It was absent at the toes Sense of position in bofJi 
areat toes was somewhat reduced There was no 
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superficial seiison' deficit in the periphery of the 
lower extremities Perception of pain and tempera- 
ture m the perianal region was moderately reduced, 
and there was slight extension of this senson' def¬ 
icit onto the posterior aspect of the right thigh 
(fig 1) The anal sphincter was completely relaxed, 
and no voluntary or reflex movements could be 
demonstrated 

Laboiator)' findings included grade 1 pvuria 
(graded on a basis of 1 to 4), grade 1 erythrocy- 
turia (on a basis of 1 to 5), hemoglobin level 
14 4 Gm per 100 cc of blood, erythrocyte count 
4,510,000 and leukocyte count 8,500 per cubic milli¬ 
meter, sedimentation rate 55 mm m one houi 
(Westergren), differential blood count, 14% lympho¬ 
cytes, 4% monocytes, 81% neutrophils, and 1% 
eosinophils, blood ure i level 32 mg, and fasting 
blood sugar level 76 mg per 100 cc 

Roentgenographic examination showed a promi¬ 
nent pulmonary artery bilaterally, calcification and 
torsion of the aorta, findings consistent with emphy¬ 
sema, thoracic kyphosis with slight wedging of the 
bodies of some of the midthoracic vertebrae, hyper¬ 
trophic changes of the thoracic and lumbar poi- 
tions of the spinal column, and calcification in the 
abdominal aorta and pelvic vessels 

Separate neurological problems thought to exist 
at the time of clinical evaluation were (1) residual 
of an old ulnar palsy, (2) diabetic peripheral neu¬ 
ropathy manifested by loss of muscle-stretch re¬ 
flexes and reduced vibratory and position sense m 
the lower extremities, and (3) progressive lesion 
of the conus medullans 

On the basis of the clinical diagnosis of a pro- 
gressix’e lesion of the conus medullans, differential 
spinal punctures, air myelography, and laminec¬ 
tomy were performed When the patient was placed 
under local anesthesia a spinal puncture needle was 
introduced at the third lumbar interspace, and clear 
fluid was obtained There was no evidence of sub 
arachnoid block with the Queckenstedt test The 
initial pressure of the cerebrospinal fluid was 
19 cm H.O, after 10 seconds of bilateral jugulir 
compiession the pressure was 35 cm, and 10 sec¬ 
onds later it was 17 cm Another needle was intro¬ 
duced at the 10th thoracic interspace, and clear 
fluid was obtained without difficulty The Quecken¬ 
stedt procedure xvas not performed at this lex'el 
Then 5 cc of fluid was removed from the L-3 
needle and 5 cc from the T-10 needle, tliey were 
sent to the laboratorj' for emergency estimation of 
protein content and cell count The head of tlie 
table w IS lowered 30 degrees and 70 cc of air wars 
injected to replace 50 cc of fluid througli the T-lO 
needle Then wath the stylet m place, the lateral 
myelograms were made so that the level of the 
needles could be checked The air mj^elograms re¬ 
vealed an intraspinous shadow'm the lateral xaews 
opposite the upper border of the body of the 12th 
thoracic vertebra and the 11th thoracic interspace 


The total protein of tlie spinal fluid measured 
50 mg per 100 cc w'lth one IxTnphocvte per cubic 
millimeter at the third lumbar interspace and 40 mg 
per 100 cc w'lth one Ixmiphocvtc per cubic milli¬ 
meter at the 10th thoracic interspace 

MTien the patient, m the face-down position, w'as 
placed under general anesthesia, induced through 
an intratracheal tube, laminectomy xvas performed 
at the thoracolumbar level, as soon as the dm a 
xvas opened, a xvell-encapsulated tumor xvas seen 
The tumor xvas lifted out of the subarachnoid space, 
and the filum terminale from xx'hich it had origi¬ 
nated xvas doublv silver clipped above and beloxv, 
the entire tumor xvas remox'ed in one piece (fig 2) 
The dura xvas closed xvith a continuous piece of 
black silk Absorbable gelatin sponge (Gelfoam) 



Fig 2 —Epend> momn remo\ed from region of conus 
medullans 


xvis placed extiadurallx' The duial sac xvis distend¬ 
ed xvith saline solution The xx'ound x\as closed m 
layers xx'ithout drainage, the lax'ers being reinforced 
xxath silk The pathologist reported that the tissue 
from the spinal coid (filum tennmale) xx’as that of 
an encapsulated, grade 2 ependymoma measurmg 
2 by 1 2 bx' 1 cm The patient s conx'alescence xvas 
satisfactor)', and he recovered function of the uri- 
narx' and rectal sphincters m three months but has 
continued to hax'e some urinarx' sxanptoms 

Comment 

It IS to be noted particularly that the foregoing 
history cites progressix’e urmarv and fecal mcon- 
bnence associated xxitli peripheral sensorx' abnor¬ 
malities in the loxxer extremities in a pabent xxitli 
normal c-oncentrabon of protein and normal mano- 
metric findings m the spinal fluid 
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Slid) cases as this shmikl make one take a closer 
look at anv diabetic patient with uiinaiy oi fecal 
incontinence even though the patient has othei 
evidence of neuiopathv Pei haps a key point in this 
instance is the fact dial this patient had distinct 
impaiiment of sensation m the peiianal legion, as¬ 
sociated with nnpaned function of the hladdei and 
bowel The sensoi) nnpanment was dissociated in 
that pciception of light touch was pieserved This 
localized and dissociated sensory abnoiinality along 
with the bowel and vesical findings cleaily impli¬ 
cated the lowei pai t of the spinal cord, specificallv 
the conus inediillaiis Tlie peiipheial sensory 
changes noted weie not a pait of the compressing 
lesion and weie undouhtedlv i elated to the diabetes 

Despite lack of confiiination in most lepoits, one 
cannot help hut conclude that in some patients 
diabetes is somehow lesponsihle foi progiessive 
uimaiv and fecal incontinence In diabetic patients 
with such symptoms, model ate incieasc of protein 
in the ceieliiospinal fluid does not allow one to 
drasi’ am specific conclusion since such an incicase 
may occui m patients with diabetic neuiopathy oi 
m those mth intraspinal masses As m the patient 
cited heie, the pressuie and piotein content of the 
spinal fluid may be noimal in the piesence of an 
intraspinal tuinoi ^Vhen theie is lOom for clinicJ 
doubt in such patients, ladiologic contiast studies 
aie most often nccessaiy to help establish the diag¬ 
nosis 

Summary 

Unnan and tccal incontinence aie uncommon 
complications of diabetes That they do evist as 
complications is attested to by two autopsy lepoits 
in the hteiatuie and mimeious othei individual but 
uncomftimed lepoits Wt have noted an instance 
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in which urinary and fecal incontinence were im 
tially thought to be complications of long-standing 
diabetes mellitus in a patient who also manifested 
evidence of peripheral neuropathy We thought the 
patient had a lesion of the conus medullans plus 
diabetic neuiitis Opeiation confirmed tins and re 
vealed an ependymoma oiigmating fiom the fihim 
tci mmale 
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Hemorrliage—^Anticipation and Control 

Preoperative Detection of Bleeders, Local Hemostasis 
During Operation, and Problems of Transfusion 

Joseph A Buchwnlter, M D , and William E Connor, M D , Iowa City 


T his discussion is concerned mainly with 
hemorrhage m tlie patient undergoing an elec¬ 
tive surgical procedure Obviously, much of the dis¬ 
cussion will also relate to emergency surgical 
problems as well Although the past 20 years have 
seen a steady increase of research activity m this 
field, our knowledge of the mechanism of blood clot- 
tmg is still mcomplete At present, blood coagulation 
IS best regarded as a three-stage process In the first 
stage a number of coagulation factors interact to 
generate a complete thromboplastin referred to as 
plasma thromboplastin These include tlie Hage- 
man factor, calcium, plasma thromboplastin ante¬ 
cedent (PTA), plasma tliromboplastin component 
(PTC or Cliristmas factor), the antihemophilic 
factor (AHF), platelets, Stuart factor, and factor V ' 
In the second stage prothrombin is converted to 
thrombin as a result of tlie action of this complete 
thromboplastin in the presence of calcium ions 
Thrombin, in turn, is responsible for the conversion 
of fibrinogen into fibnn, with the formation of a 
fibrin clot in the third stage Circulating anticoagu¬ 
lants may inhibit clotting in all three stages 

Preoperative Detection of Bleeders 

Potential Bleedeis—By taking a proper historv 
and doing a careful physical examination, the phy¬ 
sician can detect, before operation, essentially all 
patients with congenital coagulation defects and 
most of those with acquired defects The patient 
should be carefully questioned concerning a family 
history of bleeding A history of any of the follow¬ 
ing sjanptoms should alert the clinician to tlie possi¬ 
bility of an abnormality in the coagulation mecha¬ 
nism easy bruising, bleeding after minimal trauma 
such as scratches and shaving, nosebleeds, or bleed¬ 
ing occurring into joints and from orifices of tlie 
gastrointestinal and urinar)' tracts Previous opera¬ 
tions provide a useful indication of tlie status of tlie 
patients coagulation mechanism The skin should 
be carefully inspected for ecchymoses, hematomas, 
and petechiae 

Acquired bleedmg disorders may not always be 
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Troublesome and unexplained bleeding 
occasionally occurs in patients during and 
after surgical procedures Preoperative eval 
uation by a careful medical history and physi¬ 
cal examination will alert the surgeon to 
those patients with possible underlying hem 
orrhagic disease The widespread use of an 
ticoagulant drugs has multiplied this group 
Detailed coagulation studies are warranted 
only to help diagnose or to indicate the 
severity of a particular disease in a patient 
who IS a known or prospective "bleeder " 
Specific treatment is available for some 
bleeding patients with certain diagnoses, in 
others treatment is only supportive Some 
agents advocated in the treatment of bleed¬ 
ing would seem to have little justification for 
their use The physician who orders a blood 
transfusion must be aware of his responsi¬ 
bilities for the incidental morbidity and 
mortality of this procedure 


detected by the historv and physical examination 
These might include tlirombocytopenia from anv 
cause, liver disease, scurvj', lupus erj'tliematosus 
and otlier dvsprotememias, and overdosage of drugs 
like bishydroYi'coumarm (Dicumarol) 

The practice of determining clotting and bleed¬ 
ing times as a part of the routine preoperative 
examination is valueless in itself and mav cause 
haim because of mistaken confidence in the tests 
by the clinician Support for this statement is pro¬ 
vided by Diamond and Porter,' who reported on 
36 patients In the first group of nine patients witli 
abnormal bleeding or clotting times, or botli, the 
results of special coagulation tests were normal 
and no abnormal bleeding occurred during sur- 
ger}^ In the second group of eight pahents, bleed¬ 
ing and clotting times were normal as were the 
results of special coagulation tests, but tliere was 
abnormal bleedmg during operation The tliird 
group of 19 patients had normal bleeding and clot¬ 
ting times and abnormal results of coagulation 
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tests, all had cithei hemophilia oi Christmas 
disease 

When, on the basis of the histoiy and physical 
evaminahon, a patient is a "suspect” bleedei, a 
detailed sei les ol coagulation studies should be 
done, including detei minatioiis of clotting time 
(Loc-Wlute method), bleeding time (Ivy method), 
piesence of Huinpel-Lecde phenomenon, clot letrac- 
tion time, fibiinogen I'alue, fibiinolysis, one-stage 
and two-shigc piotliiombin times, piotlnombm con¬ 
sumption, and acceleiatois, platelet count, cii di¬ 
lating anticoagulants, and tlnomboplastin gencia- 
tion tests Since some of these studies aie techni¬ 
cally cbfficult and time-consuming, lequne special 
leagents not usually available, and aie uifiequentlv 
indicated a tiained technician and blood coagula¬ 
tion leseaich laboiatoiy aie needed to obtain le- 
hable lesults The nnmbei of platelets piesent can 
be roughly detei mined by caiefiil examination of 
the blood smeai stained with ^Viight’s stain This 
method of platelet counting is sufficiently accuiate 
to bo useful Ilowevei, it is not as accuiate as plate¬ 
let counting bv the usual techniques, and should be 
used onb'^ when these aie not feasible 

“Suspect” Bleeders —Patients with some diagnoses 
must always be legaided as “suspect” bleeders 
Patients with knowm congenital bleeding disoideis 
such as hemophilia and Chiistmas disease aie ob- 
yjous examples Detailed coagulation studies should 
be done on all of these patients puoi to opeiation 
The piimaiy defect in these disoiders is defectix'e 
thiomboplaslin foimation, in the fiist stage of the 
coagulation piocess Fiesh whole blood oi fiesh 
plasma, given as soon as possible aftei collection 
and stoied at 4C (stoicd no longei than 48 horns 
pi 101 to use) is the best souice of thiomboplastic 
factoi s 

bleeding is pione to occui m thiombocytopenic 
states such as leukemia oi drug-induced thrombo- 
cytoiienia No completely satisfactoiy technique 
for the collection and transfusion of platelets has 
as yet been developed The delicate platelet cell 
meinbiane is damaged with loss of substantial num¬ 
bers of platelets dining collection and administra¬ 
tion Hjoit and co-woikeis ’ have shoum that intact 
platelets as well as platelet “juice” aie necessary 
for noimal blood coagulation To minimize platelet 
damage, blood used m a patient with thiombo- 
cytopenia should be collected in silicone-tieated 
plastic equipment (a idatively nonweltable sur¬ 
face with leduced siuface tension) and given 
immediately 

Patients xvith polycythemia veia piesent an in¬ 
teresting problem In vitro studies are all noimai 
except foi the inhibition of tlnomboplastin gener¬ 
ation piobably by the excess numbers of platelets 
However, it is knoxvn by siugeons operating on 
such patients that seiious bleeding may frequently 

^^Von Willebiancl’s disease is a lare bleeding dis- 


01 del chaiacterized by piesence of the Runipe! 
Leede phenomenon and prolonged bleeding (ime 
It IS caused by congenital anatomic defects in tin 
capiIJaiies Sometimes there is also an antiliemn 
phihc globulin deficiency Administration of fresl 
plasma is specific therapy, it lias been reported t( 
contiol clinical bleeding, to lestore a normal bleed 
mg time, and to increase the antihemophilic trlobii 
hn concentiation ® ^ 

All patients with hvei damage secondary to poi 
tal cniliosis, hepatitis, mtrahepatic lesions, ore\tr<i 
liepatic obstruchons caused by stones or neoplasms 
must be icgaided as potential bleeders The live 
is lespousible foi the synthesis not only of pre 
thrombin and Bhnnogen but also of many of di 
“tbromlioplastin” factors " However, patients wit 
seveie lii'ci damage will usually have a prolongs 
prothrombin time Patients witli hepatocellula 
damage and abnormal coagulation are not usuall 
benefited bv treatment with xatamin K An excef 
tion IS the coirection of factor V and VII deficien 
cies pioduced m cirrhotic patients by a syntlieti 
xotannn K pieparation vitamin K-S (II), recently tie 
sciibed bv Caiter and Warner" If tlieie is oh 
structn'e jaundice m addition to or comphcatin 
hepatocellular disease, then the paienteral use o 
x’ltamm K is effective and restores coagulatioi 
meclianisms to complete oi partial noimality Thi 
collection can be followed by obtaining daily pro 
tbiombm time determinations If achieved, main 
tenance tbeiapy xvith x’ltamin K is needed Tin 
failnie of the prothrombin time to shorten or be 
come normal is excellent evidence of hepatocellula: 
damage The more expensive vitamin Ki oxide 
phvtonadione (Mephyton), is no more useful thar 
the above prepaiations for the conection of coagu¬ 
lation defects i elated to biliar> obstiuction Thus 
the piepaiation of such a patient for surgeiy m- 
x'olx'cs piioi collection of coagulation defects, by 
vitamm K if possible Bank blood or plasma gix'en 
befoie, dm mg, and aftei operation xvill be helpful 
m xn eventing and confaoiling bleeding This blood 
usuallv need not be fresh, since the coagulation 
factors needed in such patients are more stiuile 
Fiesh blood oi plasma might be used, if bleeding 

IS not othei wise controlled 

Vitamin K deficiency jier se, found occasionali) 
m infants and laiely m adults, responds leadih 
to paienteially given vitamm K, 5 or 10 mg Low'Ci 
dosages should be used m the nexvbonx to avoic 
kermcteius Pai enteral tieatment with vitamin K ii 
effective, if intestinal absoiption is m queshon 
Acute bleeding may lequire the use of blood oi 


‘isma , , , 

Patients taking anticoagulant drugs who requir 
reical jRocedures present special problems oi 
anagement Since a given dose of heparin a 
pidly lemoved from the body and since hepann 
les not depiess any coagulation factors (on) 
,eir activity), patients undei tlie influence of tins 
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anticoagulant will usually have normal coagulation 
spontaneously restored in a matter of 6 to 12 hours 
Should the issue be m doubt or should emergency 
surgery be necessary, the slow mtravenous infusion 
of protamine sulfate will immediately counteract 
the effects of heparin A 1% solution of protamine 
may be given in a dosage equivalent, milligram 
for milligram, to that of the heparin presumably 
still active If more than 50 mg of protamine is 
necessary it should be given m two separate doses 
or m an intravenous dnp 

Counteraction of tlie effects of bishydrovycou- 
marm or like drugs is a more difficult problem since 
this agent has blocked production of various coagu¬ 
lation factors and their circulating levels are low 
The factors blocked mclude prothrombin, factoi 
VII, Stu irt factor, and PTC ® In this situation vita¬ 
min Ki (phytonadione) is a specific, otlier vitamin K 
preparations are not effective Preparation for elec¬ 
tive surgery in such an ‘anticoagulated’ patient 
may best be handled by discontinuing treatment 
ivith bishydro\7Coumann and administering vita¬ 
min Ki orally, 10 to 50 mg per day, until piothrom- 
bm time is normal At that point a further delay of 
one to two days is advisable to allow for more slow¬ 
ly produced coagulation factors to reach noimal 
blood levels, if there is not an indication for imme¬ 
diate operation Emergency surgery may be per¬ 
formed after mtravenous administration of vitamin 
K| in a dosage of 50 to 75 mg given no faster than 
10 mg per minute Blood or plasma should be 
given m addition to provide an immediate increase 
m the low plasma levels of coagulation factors 
Vitamin Ki will not immediately restore noimal 
coagulation Some effect is noted after four to si\ 
hours, but the maximum effect is not attained foi 
several days Bleeding due to overdosage of bis- 
hydroxycoumarm is treated m exactly the same 
manner, with administration of vitamin Ki and 
blood or plasma 

Occasionally succmylsulfathi izole (Sulfasuxidme) 
and other intestmal antibiotics interfere with viti- 
mm K synthesis by intestmal bacteria, aspirin mav 
inhibit hepatic synthesis of prothrombin In these 
events preoperative treatment with vitamin K may 
be indicated 

Local Hemostasis During Operation 

Individual ligation of bleeding vessels remains 
the single most important measuie m local hemosta¬ 
sis The steady expansion of our understanding of 
the mechanism of blood coagulation and the de¬ 
velopment of hemostatic agents do not lessen the 
importance of tins cardinal suigical principle 
Cautery can be effectively used but is less precise 
and not as dependable as mdividual vessel ligation 
Bleeding from inaccessible points, such as from 
the presacral veins injured during abdominoperi¬ 
neal resechon, can sometimes be controlled only 
b\ p ickmg When packs are used to control major 


venous bleedmg of tins sort they may be left m 
place, the xx'ound closed loosely around tliem, and 
the packs removed after clots have been formed 
m the vessels two or three days after operation 
Absorbable gelatin sponge (Gelfoam), available m 
the form of powder and strips, is a valuable ad¬ 
junct to the surgeons armamentarium when judi¬ 
ciously used Again, it is not a substitute for dnect 
vessel ligation Bovine thrombin, available m pow¬ 
der form in ampuls to be diluted with 0 9% saline 
solution, is useful to help control bleedmg from 
granulating and oozing surfaces Its use has been 
advocated in tbe control of gastrointestinal tract 
hemonhage, but its effectiveness in tins capacity 
lemains to be demonstrated Finally, it is important 
that the systolic blood pressure be restored to the 
piatient’s normal level before wound closure Trou¬ 
blesome and hfe-tlireatenmg hemorrhage wall some¬ 
times follow' as friable clots are dislodged from 
mtia-abdominal vessels when the w’ound is closed 
prematurely 

Other Hemostatic Agents —Cmient medical jour- 
n ils contain advertisements describing tlie effective 
ness of other hemostatic agents Oxidized cellulose 
(Oxycel) seems to have no advantages over the 
absorbable gelabn sponge Foreign body reactions 
caused by noxious breakdow’n products occur and 
are troublesome Human thrombin (Fibnndex) has 
no advantage over bovine thrombin and carries 
the risk of causing viral hepabtis because it is pre¬ 
pared from pooled human plasma The advantages 
of thromboplastin (Thrombol) over tlie less expen¬ 
sive bovine thiombin in controlling capillary oozing 
are not apparent Carbazochrome (Adrenosem and 
Adrestat) pieparations and a liver derivative 
(Kutapressm) are stated to have direct capillarj' ef¬ 
fects which result m control or reduction of hemoi- 
rhage The evidence supporting these claims is not 
convincing to us It is claimed that an extract of 
Ceanothiis Ameiicmus (Ceanothyn) has thrombo¬ 
plastin activity and thus promotes coagulation A 
hemostatic agent containing oxalic and malonic 
acids (Koagamm) is alleged to help mobilize pro- 
tlirombm Again, the evidence is not convincing 
that these preparations are effective Vitamin C is 
not a hemostatic agent per se, it is useful only over 
the long term m the treatment of scurx'x' 

Administration of antiliemophihc plasma will cor¬ 
rect tbe clotting defect m the hemophilic patient 
How'exer, since most of these patients also need 
red blood cells, the administration of w hole blood, 
which IS less expensive and carries less danger of 
serum hepatitis than pooled plasma, is preferred 
In hemophilic patients not needing red blood cells 
fresh plasma obtained from a single donor may be 
safeh used There is some support for the claim 
that conjugated equine estrogens (Premarin), b) en¬ 
hancing tlie factor V ictivity, mav have mcnt in the 
treatment of bleeding not otherwase controlled" 
Hoals and Carter found that vitamin K-S (II) is 
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effective in contiollmg bleeding associated with 
factor V and VII deficiencies Human fibiinogen 
(Paienogen), obtained fiom pooled “iiiadiated” 
plasma, canies natli it the hazaid of viral hepatitis 
The onb' indication foi its use is the laie case of 
bleeding associated with hvpofibrinogeneinia This 
may occui in patients with abiuptio placentae, pla¬ 
centa piewa, letained fetus, and some neoplasms, 
especiallv of the pi estate 

Bleeding with Massive Transfusion 

One of the most difficult pioblems that confronts 
the suigeon undei taking majoi piocedures today 
IS the tioublesome and sometimes fatal hemoiihage 
occurring in patients undeigoing long opeiative 
proceduies who have leceived large numbeis of 
blood tiansfusions The mechanism of the bleed¬ 
ing which occui s incident to massive tiansfusion 
IS not fully undeistood ” Only in the lare case of 
the patient with a low seium calcium level who 
has recen'ed a laige amount of citrated blood 
quickly IS sodium citrate lesponsible for the bleed¬ 
ing The huge excess of calcium ion present usually 
ties up the infused citrate ion, which in turn is 
lapidlv metabolized by the liver'" A proteolytic 
enzsTuatic process involving the plasminogen plas- 
min mechanism, resulting m the lysis of fibrin and 
hxqiofibrinogenemia, has been desciibed by Scott 
and co-workeis ''' The evidence to date does not 
suppoit this concept as an explanation foi bleeding 
related to massive tiansfusion except in the rare 
patient with abiuptio placentae, placenta pievia, 
or letamed dead fetus A great excess of fibrinogen 
IS present in the blood Fibrinogen levels must droji 
to 60 or 80 mg% befoie bleeding occuis on this 
basis Thomboc 3 Aopenia, caused by platelet dilution 
and platelet thiombi foiination, and capillary fac¬ 
tors maj' be iinpoitant mechanisms Because of the 
obi'ious lack of piccise infoimation concerning the 
cause of this bleeding, one is left until the recom¬ 
mendation to tiansfuse fiesh whole blood which 
has been collected in sihcone-tieated contameis 
One precaution is in oider one should alwaj'S 
leinembei to collect the blood sample to be exam¬ 
ined for a coagulation defect fiom the aim contia- 
lateial to that into which blood is being transfused 

Replocement of Blood Lost —Theie is no satis- 
factoiT substitute foi whole blood xxdien it is le- 
quired Expansion in blood bankmg facilities since 
Woild Wax II has made whole blood transfusions 
piachcal in the most leinote areas of the United 
States As a result of this easy availability, the tend- 
encv to legaid whole blood as always good and to 
forget the moibidit>' and moltallt^^ attached to its 
use has giown Widespread oi^eiuse of whole blood 
is commonplace The moitality of whole blood trans¬ 
fusion IS about 0 1%, 01 about that of appendectomy 
The chief causes of death are blood transfusion 
reacbon xvith mtiai^asculai hemolysis, ciiculatory 
oveiload, and viius hepatitis The morbidity at¬ 
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tached to blood transfusion is more than 5% ^5or 
bidity IS due to the causes of mortaliti' pli,.; 
pyiogenic leactions i elated to impioperlv cleaned 
and autoclaved equipment, allergic reactions, isoim 
mumty, which appeals most often when there has 
iieen iinpropei RIi typing, air embolism, thrombo 
plilebitis, and sepsis DeGowin leviewed the 
pioblems related to tiansfusion leactions But it 
should always be lemembered that morbidity and 
inoitahty are less fiequent in awake than in asleep 
or anesthetized patients 
In view of the real moitality and inoibidity, the 
physician has moral and legal responsibilities when 
lie piesciibes a blood tiansfusion The courts of 
laiv m the United States aie becoming increasing!) 
sensitii'e to the jihysician’s lesponsibihties The 
piimiry les^ionsibilities of the physician may be 
summaiized as follows 1 Strict attention to “one 
unit’ transfusion—the only indication foi such a 
tiansfusion is to control bleeding under tlie afore 
mentioned circumstances Millions of blood donors 
give one unit of blood seveial times each yedr They 
provide overwhelming evidence that patients in 
good geneial health having an elective procedure 
such as cholecystectomy, which involves blood 
loss of about 500 cc, do not lequne a blood trans 
fusion 2 Physician responsibility includes the 
pioper idenbfication of tire patient when the cioss 
match IS diaum and of the crossmatched blood 
when it IS letmned for admimstiation Finally it 
is his 1 esponsibihty to see that the piopeily 
ciussmatched blood is given to the right patient 
3 The iihysician must inspect the equipment used 
foi the administration of the blood to insure that 
it IS piopeily cleaned, stenhzed, and used 4 He is 
lesponsible foi the piompt lecognition of blood 
tiansfusion reactions, the termination of the 
blood administration, and the management of the 
sequelae 5 His i esponsibihty with legaid to 
isoimmunity oi isosensitization from Rh or other 
antigens is not well defined at present 

Comment 

What, then, could be used instead of whole 
blood in patients m good geneial health undergoing 
elective opeiations who, duiing opeiation, have 
lost about 500 cc of blood and appear to need 
leplacement of the lost blood volume (suggested bv 
acceleiating pulse, falling hood pressure, oi both)^ 
Five hunched cubic centimeteis of ‘safe stored 
pooled plasma oi dextran will safely and effective¬ 
ly support such patients by expanding the de 
creased blood volume Sayman and co-workers 
have shown that storage of pooled plasma at be 
tween 75 and 90 F for six months will completely 
destioy the ^'lnls which causes hepatitis Irradiation 
of plasma does not completely inactivate or ki! t^ 
viius Dextran, the second choice as a blood subsf 
tute, has the advantage of more ready availabiliti 
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Its increasingly widespread use does not suggest that 
interference with the coagulation mechanism occurs 
as has been suggested Buffered Ringers solution, 
0 9% saline solution, and de\trose solutions are onlv 
short-term and not effectis'^e blood substitutes 
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Postpartum Hemiplegia 

Robei t G Fisher, M D and Zinnur Rollas, M D , Hanover, N H 


H EMJPLEGJA may occur m a patient m the 
immediate postpartum period This tragedy 
may be caused by various factors, and it is the re- 
sponsibilit)' of the neurological surgeon, when con¬ 
fronted witli such a patient, to obtam as much 
information as possible regardmg the cerebral cir¬ 
culation The prognosis need not be poor, as our 
two cases will illustrate The literature will be re¬ 
viewed m an attempt to understand the mechanisms 
involved 

Report of Cases 

Case J —A 24-year-old pnmiparous woman was 
delivered of a viable infant by cesarean section at 
anotlier institution after labor induction had failed 
Her blood pressure was J90/J00 mm Hg at the 
time of operation, although there had been no un¬ 
due weight gam, blood pressure elevation, or al- 
hummiiria recorded during the antepartum period 
She regained consciousness postoperatively but be¬ 
came stuporous within 3 hours and had two 

Erom the Section of Ntnroloincal Surpeo Hitchcocl, Clinic ontl 
UnrtmoutI, Midicnl School 


Two cases of postpartum hemiplegia fol 
lowed by almost full recovery are presented 
In both patients, the hemiplegia, accom 
ponied fay subarachnoid hemorrhage, oc¬ 
curred soon after delivery One patient pre 
sumably had unilateral cerebral swelling 
with an incidental toxemia of pregnancy 
this patient improved rapidly In contrast, 
the other cose was one of intracerebral 
hemorrhage perhaps due to major blood 
pressure changes after the effects of spinal 
anesthesia and a vasopressor drug The 
arteriogram patterns were similar initially, 
but a second arteriogram, perfomed after 
deterioration in the patient with intracerebral 
hemorrhage, disclosed the parasagittal 
hematoma Surgery was necessary to remove 
the hematoma No aneurysm was seen 
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gland mal convulsions withm 12 houis of hei cle- 
She showed a paialysis of hei nght aim and 
rate She was tiansfeiied to this institution in a 
stupoions condition 

Hei tempeiatuie, pulse, and lespiration weie 
noimal on admission, but hei blood pressure was 
150/100 mm Hg She did not speak, and Jiei neck 
was stiff She was lepoitcd to be iight-handed Her 
pupils weie equal and reacted to light The optic 
fundi showed noimal-appeaiing disks She was 
hemiplegic on the light side, wnth incieased light 
lefleves and evtensoi toe lesponse 
Laboratory data showed a white blood cell count 
of 24,400 pel cubic millimetei, with 83% polymor- 
phonucleai leukocytes, 7% stab foims, 8% lympho- 
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Fig 1 (case 1) —Anteroposterior projection artciiogram 
showing shift of left anterior cerebral artery toward right 

cytes, and 2% mononuclear cells The hemoglobin 
value was noimal A catlieteiized urine sample 
showed albumin and 200 red blood cells per 
100 high-powei fields The blood uiea nitrogen 
level was 10 mg%, and the Veneieal Disease Re¬ 
search Laboratoiy test foi syphilis showed nega¬ 
tive lesults Roentgenograms of hei skull and chest 
showed normal findings Lumbai punctme dis¬ 
closed bloody fluid, with 23,300 red blood cells 
ner cubic millimeter and supernatant xanthochro¬ 
mia Tlie pressure was 190 mm H^O An arterio¬ 
gram slKuved a shift of the left antenoi ceiebral 

artciy to the nght side (fig 1) 


TAMA, Sept 10, 195^ 

She lemamed lethaigic but began to mote her 
Jeg and seemed improt'ed within two days After 
foui days she started to talk and moved all extr^ 
ities well At this time the ceiebrospinal fluid pres 
suie had nsen to 280 mm of water, but tliere were 
only 744 led blood cells per cubic millimeter The 
on dropped from an ongmal value of 
—0 to 39 mm % No albumin was found m ]ier 
mine, and-a, plienosiilfonpbthalein test showed 
88% evcietion in turn liours on hei ninth post 
paitum day A 24-houi catecholamine excretion 
value was 12 meg An intravenous pyelogram 
shouted hydionephrosis of tlie nght kidne)', due 
presumably to pregnancy She had no fuither con 
vulsions and was normaJ at the time of this wut 
mg, SIX months latei Hei blood pressure was 
noimal A decision regarding future piegnancies 
was dependent on a hospitalization in the near 
futuie, and the pyelogram was to be lepeated 

Case 2 —A 26-year'oId woman delnmred her 
second xnable child under spinal anesthesia at an 
other hospital Foi a few minutes at delivery, her 
blood pressme was unobtainable, and she was 
given 0 5 cc of metlioxamine (Vasoxyl) h}'drochlo 
ride, u'hich elevated her blood pressme to 150/100 
mm Hg She was taken to her room and had a 
generalized conwilsion followed by paralysis of 
hei light side No hypeitension oi albummiuia had 
been piesent 

On transfei to this institution, eight days later, 
she was dioxvsv but her speech was coherent Her 
blood pressme was 110/60 mm Hg, and hei pulse 
was 60 pel minute Pajnlledema was piesent She 
had a profound hemiplegia of the light side with 
bilateral extensor toe iespouses Laboratoiy data 
sboxved normal hemoglobin level, hematociit value, 
and blood mea nitrogen level Uimalysis showed 
negatwe lesuIts Serum sodium, chloride, potas¬ 
sium, and carbon dioxide combining pow'ei ixilues 
Aveie nonnal Roentgenograms of the skull and 
chest shoxx^ed normal findings, as did an elcctio- 
cardiogram Lumbar puncture disclosed an initial 
piessure of 260 mm of water, and there weie 2,100 
red blood cells per cubic millimeter The piotein 
lex'el was 36 mg% An aitenogram shoxxed a shift 
of the left anteiioi cerebial artei^ to the nght 
Ten days after dehveiy, her hemiplegia per¬ 
sisted but no spasticity was present She remained 
lethaigic and became dysphasic She vomited sen 
eral times and had increased headache Repeat 
lumbar puncture showed a piessure of 360 mm 
HnO An aitenogram disclosed a mass m the Jel! 

pa'iasagittalregion(fig 2) Tins area was trephined 

and at a depth of 2 cm m the leg area of tlic 
frontal coitex a massive liquid hematoma, iS cc 
m volume, was evacuated She was given 40 Grn 
of urea intravenously Within one day, her sp 
was better She stopped vomiting and her iiea 
aches disappeared Gross leg motions and Jnc 
hand motions appeared soon Gross 
motions returned one xveek later 
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after tliree weeks and regained most of the useful 
motion of her side si\ months after surgery 

Comment 

In these tivo cases, we were confronted with 
die problem of hemiplegia occurring in young 
women soon after dehveiy Both cases were her¬ 
alded hy convulsions, and both patients were shown 
to have subarachnoid hemorrhage with increased 
intracramal pressure One case presumably repre¬ 
sented unilateral cerebial swelling with an inci¬ 
dental toxemia of pregnancy, the othei was a case 
of mtracerebral hemorihage, peihaps due to major 
blood pressure changes after the effects of spmil 
anesthesia and a vasopressor diug The arteriogram 
patterns xveie quite similar, one patient improved 
rapidly, while the other detenorated and demanded 
intracranial surgery This contiast m course has 
prompted our survey of the hteiatuie 

Henuplegia in the pregnant or parturient woman 
occurs infrequently Its etiology is based on the 
usual factors cerebial hemorrhage, thrombosis, oi 
embolism Carotid thrombosis, syphilitic meningo¬ 
vascular disease, and arteriosclerosis are rarely 
factors Aneuiy'sms oi arteriovenous anomalies 
should certainly be considered, and tumors may 
be the precipitating factors, for certain tumors are 
notorious for increasing their bulk during preg¬ 
nancy In 1828 Meniere ‘ dispelled the then current 
belief that puerperal hemiplegia was due to re¬ 
tention of the lochia 

Eclampsia has been known to piedispose peisons 
to major cerebrovascular accidents with various 
neurological deficiencies One gams the impression 
that the cerebral vessels are readily damaged dur¬ 
ing pregnancy King' has stated that the onset of 
eclampsia may occur during the last trimester of 
pregnancy, during labor, or immediately after de¬ 
livery The death rate was reported as 5 to 10%, 
and death was usually hastened by a massive 
intracerebral or intraventricular hemorrhage Sub¬ 
arachnoid hemorrhages occuired frequently, but 
subdural clots were rarely found Parks and Pear¬ 
son reported six cases of cerebral hemorrhage 
in 41 patients who had eclampsia Hemorrhages 
may also he petechial Abbott ‘ repoited the suc¬ 
cessful removal of an mtracerebial hematoma in 
the occipital lobe of a pnmiparous woman xvith 
eclampsia The prognosis of a patient with eclamp¬ 
sia varies from complete recovery to neurological 
deficiency to death from cerebral edema or 
hemorrhage 

In case 1, the cause of the swelling was not im- 
m^iately apparent We believe that the patient 
hid a toxemia of piegnancy but do not believe 
that this was responsible for her condition Boshes 
•ind McBeath “ stated, ‘The old idea that convul¬ 
sions, aphasias and hemiplegias and syncopal at¬ 
tacks incidental to pregnancv were related solely 
to toxemias no longer obtains Because of this 
logical statement, x\ e were prompted to inx'eshgate 


several reports about postpaitum tlirombosis of 
the cortical veins and dural sinuses Collier’s “ case 
in 1891 was that of a young woman xx'ho, 16 days 
after confinement, had generalized conxmlsions and 
died 8 days after seizures started Hunt s ’’ case 
was that of a 21-year-old pnmiparous xvoman who 
had seveie headaches, x'omitmg, and convulsions 
20 diys after a normal delivery The pathology in 



Fig 2 (case 2) — Top, anteroposterior projection nrtciio- 
gram showing shift of left anterior cerebral arterj to right 
Bottom, lateral projection arteriogram in which parasagittal 
mass IS apparent 


both cases demonstrated superior longitudinal sinus 
tliromboses and softemng of tlie bram Marbn ind 
Sheehan “ reported slx cases of primary thrombosis 
of cerebral veins after childbirth Two were found 
at postmortem exammahons, one xvhen autopsy 
xvas performed, three ^ears after its onset, and one 




1S8 


HEMIPLEGIA-FISHER AND ROLLAS 


at e\ploiatoiy opeiation Tliey hliow'ed that con- 
\ailsions and paralyses M^ere the outstanding fea¬ 
tures, and a few red blood cells weie found in the 
cerebrospinal fluid Then third case was of inter¬ 
est A 30-year-old woman, two weeks post partum, 
had headaches and weakness m hei left arm which 
progressed, with jacksoman seizures, to comfilete 
hemiplegia of the left side Tliere w'ere 1,700 red 
blood cells per cubic millimeter in the cerebro¬ 
spinal fluid and increased pressure On die 69th 
day of hei illness, Sii Geoffrey Jefferson performed 
a craniotomy and found a white opaque streak in 
the area of the vein in the fissure of Rolando The 
cortev was softened, and he assumed that tlie vein 
had thrombosed The patient left the hospital one 
month latei, having recovered the use of her left 
side The cause of the condition is not clear, but 
Martin wondered if a focus of thrombosis in an¬ 
other area of the bodv might ha\'e ascended the 
paravertebral veins and acted as a nidus of 
thrombosis 

A 

Various factors have been thought to have in¬ 
fluenced maternal intracerebral bleeding Mosko- 
witz and Schneider" questioned the effect of 
posterior pituitaiy injection (Pituitrm) Flexner and 
Schneider reported a case m a 20-year-old primi- 
parous woman who was deln^eied with low forceps 
Epinephrine was given for an urticarial rash, and 
within a short period of time subarachnoid hemor¬ 
rhage occurred Boshes and McBeath ® found con¬ 
vulsions occurring in a patient four days after 
spinal anestliesia had been used for delivery of a 
viable infant She was normotensn'e during pieg- 
nancy and the pueqienum 

Tins survey has enabled us to believe that the 
first case was one of cerebral thrombosis mth sub¬ 
sequent edema of the hemisphere affected by the 
thrombosed vein, we do not believe the sinus was 
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thrombosed It is unfortunate that the angiographic 
study did not include examination of the cerebral 
veins The swelling disappeared rapidly The sec 
ond case ivas one of hemorrhage resulting not 
from vessels altered by a toxemia of pregnancy hut 

perhaps from blood piessure changes in the cerebral 
vessels „ 

oummary 

Two patients who had jiostpartum hemiplegia 
recoi'ered without neurological deficit, although 
they were treated in different ways because of 
then- hospital course and presumed diagnosis We 
wish to stress the necessity for neurosurgical at¬ 
tention in effective diagnosis and therapy 
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E ffect of hypothermia on aqueous humor -Little has been re¬ 
ported about the effect of hvpodieimin on the eye Witli fall m body tem- 
peratiue, the pupils become large and fixed Reversible changes occur in the 
cornea and the lens xvith extieme cooling to tempeiatines near and below freezing 
In the piesent studies a piofound effect of hypothermia on aqueous seaetiou lias 
been obseived Intiaocular pressure fell logandimically wiA decline in recta 

dun,.g ™mers.o„ l,vpod.e.».,a ;n r»bb,.s 
appeared at 33”C and the piessuie xvas halved for even 20 5 C fall m bom 
temneratnre theieatter The tempeiatuie coefficient (QIO) of this process was 
Tb^lT A de«S ,n tl« faclrty ot outflow occutred ’-vpf “ 

tnre Aaueous flow decreased 80 to yti pucenc w x mbbits For 

to„omet..c and tonograplnc alud.es ot p Pollack, 

eve.y rC HI u. Bun.or 

and Outflow Fad,tv ot U,a dabb.t Eye, Aa.encaa 
Journal of Ophthalmologii, Mav, 1960, p 40 


142 


I 



Vol 174, No 2 


isr 


SPECIAL CONTRIBUTION 

A Proposed Standard System of 
Nomenclature of Human 
Mitotic Chromosomes 


T he rapid growth of knowledge of human 
chromosomes in several laboratories, followmg 
advances m teclmical methods, has given rise to 
several sj'stems by which the chromosomes are 
named This has led to confusion m the literature 
and so to tlie need for resolving the differences Con¬ 
sequently, at the suggestion of Dr C E Ford, a 
small study group was convened to attempt the 
formulation of a common system of nomenclature 
The meebng was arranged, tlirough the good offices 
of Dr T T Puck, to be held at Denver, m the 
Umversit)' of Colorado, undei the auspices of tlie 
Medical School The meeting of this study group 
was made possible bv the support of the American 
Cancer Society, to whom grateful thanks are due 
For pracbcal reasons, it was decided to keep the 
group as small as possible and to limit it to those 
human cytologists who had already published 
kar)’ot)'pes (In contemporary publications the 
terms, kar)'ot)'pe and idiogram, have often been 
used indiscriminately We would recommend that 
the term, karyotype, should be apphed to a syste¬ 
matized array of the cliromosomes of a smgle cell 
prepared either by drawing or by photography, 
with tlie extension m meaning that the chromo¬ 
somes of a smgle cell can ti'Nfy tl’® chromosomes 
of an individual or even a species The term, idio¬ 
gram, would then be reserved for tlie diagrammatic 
representation of a karj'otype, which may be based 
on measurements of the cliromosomes m several or 
many cells) In addition, tliree counselors were 
invited to 30 m the group to guide and aid the dis¬ 
cussions and, if necessar}% to arbitrate Fortunately, 
the last office did not prove necessary, and it was 
possible by mutual agreement to arrive at a com¬ 
mon system which has flexibility 
It was agreed tliat tlie principles to be observed 
by the system should be simplicity' and freedom, as 
far as possible, from ambiguity' and risks of con¬ 
fusion, especially mth othei sj'stems of nomencla¬ 


ture in human genetics It should also be capable 
of adjustment and expansion to meet the needs of 
new knowledge of human cliromosomes The sys¬ 
tem should be agreed to by the greatest possible 
proportion of cytologists workmg m the field, but 
the risk that a mmority' mav be unable to accept 

Table 1 —Conspectus of Human Mitotic Chromosomes 

Group 1-3 Large chromosomes uitli appro\imitel> me¬ 
dian centromeres The three chromosomes are 
readily distinguished from each otlier bj size 
and centromere position 

Group 4-5 Large chromosomes watli submedian centro¬ 
meres The two chromosomes are difficult to 
distinguish, but chromosome 4 is shghtl> 
longer 

Group 6 12 Medium-sized chromosomes vatli submedian 
centromeres The X chromosome resembles the 
longer chromosomes in this group, especially 
chromosome 6, from which it is difficult to 
dishnguish This large group is tlie one which 
presents major difficulty in identification of 
indisadual chromosomes 

Group 13-15 Medium sized chromosomes watli nearly ter¬ 
minal centromeres ( acrocentric chromo¬ 
somes) Chromosome 13 has a prominent 
satellite on the short arm Chromosome 14 
has a small satelhte on tlie short arm No 
satellite has been detected on cliromosomc 15 
Group 16-18 Rather short chromosomes wath approximately 
median (in chromosome 16) or submedian 
centromeres 

Group 19-20 Short chromosomes wath approximately mc- 
chan centromeres 

Group 21-22 Very short, acrocentnc chromosomes Chromo¬ 
some 21 has a satellite on its short arm The 1 
chromosome is similar to these chromosomes 

the sj'stem as a xvhole should not be allou'ed to 
delay adoption bv a majonty' 

It xvas agreed that the autosomes should be 
senallv numbered, 1 to 22 , as nearly as possible m 
descending order of length, consistent witli oper¬ 
ational conveniences of identificahon by other cri- 
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tcna The se\ chiomosome;* sliould continue to be 
1 eferred to as X and Y, latlier than by a number 
which would be an additional and, ultimately, n 
superfluous appellation 

It MMs geneially ngieed tliat tlic 22 autosonies 
can be classified into seven gioups, distinction bc' 
tween which can readily be made Within these 
groups, furtlici identification of individual chioino' 
somes can in many cases bc made i datively easdv 
^Vlthm some groups, especially the gioup of chio- 
inosomes numbeied 6-12, including also the X 
cliioinosoine, tJie distinctions between the cliiomo- 
somes aie veiv difficult to make bv piesently avail¬ 
able ciiteria However, lessei difficulties aic cn- 
counteied m sepaiating chiomosomes 6 and the X 
from the lemainder of this gioup It is believed 
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and a table of the synom^ms winch authors have 
ah eady^ published These aie appended (tables 1, 

In table 2, showmg the diagnostic chaiacters of 
Hie cliromosomes, three parameteis are lehed upon 
TJiese are (1) the length of each chioniosome rela 
tive to the total lengtli of a noimal, X-containing, 
haploid set, i e, the sum of the lengths of the 22 
autosonies and of the X chiomosome, evpiessedper 
thousand, (2) the aim ratio of the chtomosomes 
expressed as the length of the longei aim relative 
to tile shorter one, and (3) the centiomenc index 
expiessed as the latio of the length of the shoiter 
aim to the whole lengtii of the chromosome The 
two lattei indices aie, of course, related alge- 
hiaicalh' quite simplv, but it is thought useful to 
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noiinnl in<llMftunl«, c\ceia those mnOc hy Frncciiro iind Lhid-toii 

of cncli chiomo-ome 1? K tin. uim iiitio and c the centromere indcN, i- dilliied in ini. ie\t 


that, with veiy favoiable piepaiations, distinction 
can be made betxveen most, if not all, chiomosomes 
It IS pioposed that the autosonies fiist be oideied 
bv placing the sex'en gioups as neailv as possible 
in descending oidei of size Within each gioup the 
chromosomes aie aiianged, foi the most part, by 
size It was clesiied specifically to avoid the imph- 
cation that size relationships have been perma¬ 
nently decided m eveiy instance, but it is hoped 
that the assignment of numbers iiull be peinia- 
nently fixed In those cases where distinction is at 
present doubtful, final definition of each chiomo¬ 
some can he left until fuithei kmoxvledge has ac- 
ciued though an attempt is made to piovide a 
cliaracteiization of each These piinciples make it 
nossible to diaw up a conspectus of the chromo¬ 
somes, a table of then quantitative chaiactenstics 


] 5 iesent both Iieie In some chiomosomes, the addi¬ 
tional criterion of the piesence of a satellite is 
available (table 1), but, m view of the apparent 
moiphological vaudhon of satellites, they and their 
connecting stiands aie excluded m computing the 
indices 

Table 2 shows the lange of measurements deter¬ 
mined by vaiious xx'oikers Some of the x'anation 
expresses the unceitainty due to measurement of 
lelatively small objects, but manv of the discrep 
ancies betxveen different xvoikers obseivations are 
due to the measmement of chromosomes at differ¬ 
ent stages of mitosis and to the effect of different 
methods of pietreatment and piepaiation for mi 
cioscopic study The ranges shown, therefore rep 
lesent the maxima ^md minima of the means found 
bv diffeient xvorkeis using diffeient techniques 


Id 
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However, wtlim nnv one ^\oiker’s observations, the 
variations are not so broad 
Reference should be made to two other matteis 
of nomenclature In the first place, it is considered 
that no separate nomenclature for the groups is 
needed It is consideicd that anv group to which it 


T\mfc 3 —Si/iioiir/Hii/ of Chromosomes As Published 
hi) Various Workers 
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may be necessar)' to lefer will be a sequence of 
those designated bv Arabic numerals Hence, anv 
chromosome group may be referred to by the 
Arabic numerals of the e\tieme chromosomes of 
the group, joined togethei by a hyphen, e g, the 
group of the tliree longest chromosomes would be 
Group 1-3 This scheme h is the merit of great 
flexibilitv For instance, chromosomes X and 6 may 
be separated from the Group 6-12 whenever they 
can be distinguished 

Secondly, there is the problem raised by the 
abnormal chromosomes which are bemg encoun¬ 
tered in the more recent studies Their nomen¬ 
clature n as discussed without a definite conclusion 
being leached Broadly, it was agreed, however, 
that any symbol used should avoid incorporating a 
specific interpretation which was not reasonably 
established It was suggested that arbitrarj' ssrm- 
hols, prefixed bv a designation of the laboraton' of 
ongin, should usually be assigned to the abnormal 
cliromosome 

In this connection, t%vo fuither lequisites for co¬ 
ordination of research were discussed One is the 
storage of documentation for reference, perhaps m 
a cential depositon’, addihonal to what it ma\ be 


possible to publish The other is tlie desirabihtc’ 
that cultures be preserved by the satisfactory 
methods now used, so tliat thev are asailable for 
leference, comparison, and exchange 

Some consideration was also gn en to the desira¬ 
bility' of using a uniform sxstem for presenting 
kary'oty'pes and idiograms, but reeognizing that 
individual variation m taste is mvohed, rigiditv of 
design was thought undesirable Hm\e\er, it vas 
lecommended that the chromosomes should be 
uranged m numerical order, with the sex chromo¬ 
somes near to but separated from the autosomes 
thev resemble It is desirable that similar ones be 
grouped together with their centromeres aligned 

It IS lecognized tbit choice between the dif¬ 
ferent possible schemes of nomenclature is arbi- 
traiw, but that uniformity for ease of reference is 
essential Hence, mdnadual preferences has'e been 
subordinated to the common good m reaching this 
agreement This human chromosomes studv group 
therefore agrees to use this notation and recom¬ 
mends that any who prefer to use an\' other scheme 
should, at the same time, also refer to the sfandaid 
svstem proposed here 

We aic well aware of the wide mteicst in the 
work of this study group and realize that tins meet¬ 
ing is meiely a prehminaiw to a larger meeting It 
IS believed that two needs have to be met in this 
respect One is for seminars and workshops tat 
which workers in the field may exchange informa¬ 
tion, such seminais aic best arranged regionally 
The second need, which may come later, is foi 
international conferences, and we believe that Con¬ 
gresses and other organizations whose inteiests 
include liuman genetics, should promote such mect- 
Arthur Robi>son, M D 
Denver 20, Coloiado 
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Medical Radioisotope Scanning 

Henry N JFagner Jr, M D , John G McAfee, M D 
and James M Mozley, Ph D , Balumore 


R adioisotope scanning, the 

an internal organ by det body‘is a 

d,stntamon of a J* “ last 

teohn.que " 

dSp^ent of impoved rad.ahon 
lines (1) the nioduction of radio 

detection equipment, (-a) 1 m oi- 

pbarmaceutical ^blor- 

able by the clinician ^imanly dependent 

Satisfactory . oanLa-emitting 

on the selective Reposition of ga 
1 idioisotopes in specific organs -_ 


cys,og.aphy and renal W*papl.y, 
concentrating mechani scanning however, 

the nraterral W* 

It IS not necessary to J ^ ^.rays Tire 

tion necessary to radioisotope m the 

relative comentra^ „ the impor- 

sr “’"‘r tss 

tration Consequent y, rioisoning oi radiation 

toMCity, such as heavy m ‘ P f I gb atomit 

injury, that occurs '•vith elen^ents o h bie 
number, such as 

low concentrations us becan m 1950 when 
Radioisotope scanning ^ ^ ^zed newly devcl 
Cassen and his associates jnechanicall) 
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thyroid gland In 1953, Anger - improved tlie tech¬ 
nique by replacing the mechanical stylus with a 
flashing light that activated photographic emulsion 
jOn x-ray film At present, scanning devices are 
being developed at a phenomenal rate, and m med¬ 
ical centers tliroughout the world, radioisotope 
scanning is achiewng an important place m diag¬ 
nostic medicine 

The photoscanner developed at the Johns Hop¬ 
kins Hospital IS used routinely for numeious scan¬ 



Data on Scanning 
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ning procedures—for the detection of brain tumors, 
for tliyroid scanmng, for the differentiation of 
pericardial effusion fiom cardiac dilatation, for 
the differentiation of vascular from nonvascular 
mediastinal masses, for renal and splenic scanning, 
and for liver scanning 

Method 

The piinciples of photoscanmng can be seen m 
the schematic driwing m figuie 1 The patient lies 


supine under the radiation detector The table lists 
the material and radionuclide employed for the var¬ 
ious scanning procedures After the radionuclide has 
reached its maximum concentration m the organ 
under study (the table lists the time after admin- 



Fig I —Principles of photoscanning (P) patients, (D) 
detector, containing scintillation cr)stal, photomultiplier, 
tube, and focusing collimator, (S) linear amplifier, scaler, 
and gamma ray spectrometer, (PR) photorecordcr, (L) 
light, and (F) film 



Fig 2—A, mass displacing trachea antcriorh, B, tluToid scan illustrating substemal goiter 
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istiation), the scanning piocednre is begun The 
detectoi (D) consists of a shielded 3-by-3-in sodium 
iodide ciystal, photomultiplier tube, and focusing 
tolhmatoi Two motors move the piobe back and 
foith automatically ovei the area of the patient’s 
body being studied The primaiy ladiation coming 



Fig 3—Liver senn, illustiating solitaiN space occupMUg 
lesion 







‘ 'p, ■ 4 _Rcn«l scan, .llnstrahng nmlaUral vascular cb- 
struction 

£ tRp radionuclide immediately beneath the 
X « detected, atepMed. and recorded ante- 

matically nrouertv tliat a scanning ap- 

paSn “osSS aWity to detect states- 


JAMA, Sept 10,1900 


tically significant differences in the amount ol 
ladioactivity immediately beneath tlie probe as 
it moves from point to point across the body at a 
speed of 5 to 10 in per minute The photorecord 
ing device (PR) is used to magnify these difference 
and makes them easily interpretable By means cl 
the photoiecorder, the radioactivity activates a 
light (L) that moves in paiallel with the probe and 
exposes \-ray film (F) as it moves back and fortli 
The intensity of the light and consequently tin 
darkening of tlie film is a function of the amount 
of ladioactivity beneath tlie piobe 

Since one of the aims of the scanning procedim 
IS to deteimine the position of the organ unde 
study relative to other structures of the bod),, 



5 -Splenic scan, illustrating splenomegaly caused h> 
h> pertension 


tgenogr.im of the area under study is made 
e the patient is lying on tlie sc-™>""S 
scanning image is then superimposed on the 
tgenogrl by means of localizing m.irUis... 
, the scanning image and roentgenogram 


Clinical Examples 
,e usefulness of the 

diagnosis can be illustrated in the folio..", 

lfroie°SOT.mng-Tbe patient 
„n in figure 2 had respiratory *st 
•pd bv a retrotracbeal mass me aviu i 
lim iod.de proved that the mass was a 1"^ 

nal goiter 
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Live) Scmvung-Figure 3 shows tlie colloidal 
gold scan of a patient who had fever and abdom¬ 
inal pain in the right upper quadrant The space- 
occupying lesion proved to be a metastatic tumoi 
originating m the pancreas 
Renal Scanning—The patient whose renal scan 
IS shovTi m figure 4 had hvpertension secondary 
to a congenitally narrowed renal artery The asym¬ 
metrical distribution of the chlormerodrm can be 
seen in the scanning image The irregularities of 
the upper and lower poles of die right kidney 
conesponded to the areas with diminished blood 
flow 

Splenic Scanning—The patient whose roentgeno¬ 
gram is shown in figure 5 had an enlarged spleen 
caused hy portal hypertension Clinically the tip 
of the spleen was birelv palpable, but the splenic 
scan after injection of Cr ‘'’-labeled erydirocytes 
was approximately three times nonnal size 

Cardiac Scanning—Figures 6 and 7 contrast the 
distribution of radioiodinated human serum albu¬ 
min m a patient with cardiac dilatation to that in 



G —Cardiac scan, illustrating cardiac ddatation 


4 a patient with pericardial effusion In the latter 
pitient, the cardiac blood pool indicated by the 
' dark area m the center of the scan was small and 
< did not fill the roentgenographic image of the 
Iieart 


Prospects for the Future 

Although shll in its infancy, the field of medic il 
radioisotope scanmng holds great promise Clinical 
application of techniques currently ai^ailable is 
proceeding at a rapid pace For example, it is only 
within the past year that it has become possible 
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to obtain easily mterpretable images of the spleen 
and kidneys Fiu-ther investigation of the dishi- 
bution of trace elements and the synthesis of 
radiopharmaceutical compounds that concentrate 
in internal organs will parallel adi'ances in the 
field of technical development The clinician, bio¬ 
chemist, physiologist, or radiopharmacologist xi'ill 
eventually discover substances that will concentiate 
in the pancreas and adrenal and paratlix roid glands 
The resolving power of the present s\ stems will 
be improx'ed by advances in collimator miterials 
and design It is predictable that, within sexier il 
years, the use of a moxang piobe mil be obsolete 
and the patients body will be viewed with a bat¬ 
tery of miniaturized scintill ition crvstils and im- 
phfying systems, each measunng the r idioactnitv 
immediitely beneath it The field of radioisotope 
scanning is one in which the contributions of a 
broad spectrum of scientific disciplines, from the 
solid state phj'sicist to tlie clinician, wall all be of 
significance 

References 

1 Cassen, B , Curtis, L , and Reed, C Sensihx e Direc¬ 
tional Gamma-Ray Detector, Nucleonics 6:78 1950 

2 Anger, H O Multiple Scintillation Counter in Vi\o 
Scanner, Am J Roentgenol 70.605 612 (Oct ) 1953 


149 


166 


jama, Sept 10, 19C0 


preliminary communication 


Posterior Subcapsular Cataracts 
Induced by Corticosteroids in 
Patients with Rheumatoid Arthritis 

Roger L Bhcl., M D , Richard B Oglesby. M D , Ludwrg von Sallman,,, M D 
and Joseph J Bunim, M D , Bethesda, Md 


P OSTERIOR siibcapsulai cataiacts (PSC) are 
geneially associated watli exposure to toxic 
agents, posterior intraocular disease, ionizing radia¬ 
tion, or blunt trauma As a rule these lenticular le¬ 
sions are differenhated from senile cataiacts by their 
location and appearance on slit lamp examination 
The discovery of PSC, in the absence of any of the 
above etiologic factors, in four rheumatoid arthntis 
patients who were receivmg prolonged admmistra- 
bon of s)mthetic corticosteroids prompted a careful 
review and exammation of rheumatoid arthntis pa¬ 
tients available for study between June, 1959, and 
April, 1960 This survey revealed that 39% of 
patients with rheumatoid arthritis who had received 
long-term corticosteroid therapy developed PSC, 
whereas tliose who had not xvere free of this type of 
lenticular opacity This ocular lesion, to date, has 
been relatively benign* and has not caused severe 
impairment of vision Smee formation of PSC has 
not been desciibed previously as one of the adverse 
effects of corticosteroid theiapy, our findings are 
published in detail in this report 

Patient Material and Methods 


A total of 66 patients with rheumatoid artliiihs 
u'ere included in this study Forty-seven patients 
had received corticosteroid therapy and 19 had not, 
the latter served as controls Patients were included 
only when diagnostic ciitena for definite oi classic 
rheumatoid arthritis as formulated by the American 
Rheumatism Association' were fulfilled and when 
details of previous forms of therapy were available 
Data were collected concerning dosage and dura¬ 
tion of corticosteroid, salicylate, phenylbutazone, 
gold, antimalarial, androgen, and estrogen adminis- 


From the Nahonnl Inshtute of Arthntis and Metabolic Diseases and 
The National Institute of Neurological Diseases and Blindness, Na¬ 
tional Institutes of Health 


tration Intake of milk and supplementar}' calcium 
was assessed when possible Exposure to radiafaon 
was determined Previous medical records, available 
in most cases, were utilized to furtlier document 
these historical points Laboratory data included 
bentonite flocculation tests,® urinalysis, serum cho 
lesterol, calcium, phosphorus, and blood glucose 
levels Radiographs of the most involved joints were 
available, m all cases, and were evaluated m deter¬ 
mining the stage ® of rlieumatoid process (table 4) 
A careful ophthalmologic examination was per¬ 
formed upon each patient at least once, and in 
many cases txvo or more tunes, at three or six-month 
intervals History was obtained regarding previous 
eye disease, injury or surgery, and change in vision 
Eye examination included determmation of visual 
acuity, optical refraction, evaluation of ocular ade- 
nexa, motility, pupillary reactions, and funduscopic 
and biomicroscopic examination through the di¬ 
lated pupil, with special reference to evidence of 
trauma, active or inactive inflammation, and len¬ 
ticular opacities Transillumination with the oph¬ 
thalmoscope, using a plus 10 D lens at 20 cm from 
the eye, was employed in the survey for opacities 
m the ocular media Intraocular pressure xvas meas¬ 
ured by tonometry In 12 cases, none of whom 
showed PSC, eye examination xvas limited to de¬ 
tailed biomicroscopy 

Observations 

Bwmic) oscopw Examination—The diagnosis of 
PSC xvas made in 17 patients who had received 
steroid tlierapy and in none of the 19 controls The 
lesion xvas bilateral in each case The characteristic 
cataract m these patients occupied the polar region 
of the posterior cortex, just antenor to the lens 
capsule The appearance of these opacities was 
uniform from patient to patient, and distinguishable 
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from the more common types of acquired cataracts, 
they will be described in detail in i subsequent 
paper ■* '\^d^en seen by transillumination these cata¬ 
racts appeared as small dark blots against the red 
background of tlie fundus 

It was considered necessar\' to evclude three 
othei patients with PSC from the statistical calcu¬ 
lations All three had received high doses of corti¬ 
costeroids In two patients (a 46-year-old male and 
a 43-year-old female) the lenticular lesions were of 
minimal degree and tlie diagnosis uncertain In the 
third (a 47-vear-old female) there was evidence of 
bilateral inactive choroiditis and the possibility of 
relationship of the PSC to this lesion could not be 
ruled out 

Age and Se\ —The age and se\ distribution of tlie 
63 patients is recorded m table 1 Ten of the 17 
patients with PSC were below the age of 50 and all 
but L were below 60 Twelve (57%) of the 2L males 

Table 1 —Occurrence of PSC in Corficosfeioid-Trcutcrl 
Rheumatoid Arthritis Patients 


Patients Treated Patients ireuted 

with Cortleostcrolds without Corticosteroids 
(44) (19) 

__ —1 ^ - _ --_ 


Age Ir 

Vnlc 

Female 

Male Female 

Lcs than 30 

— 

1 

_ 2 

3Cg39 

2 

i(4) 

_ 

4(M9 

ocs)* 

10(1) 

i J 

>0 o9 

ICO 

2 

1 2 

(0 and o\er 

1(1) 

t 

— 7 

Subtotal 

11(12) 

>1(o) 

. 14 

Occurrence of PSC 

i7'-c 

>2'7r 

None 

lotal 

17/44: 

=i n 

o/losNone 


*Nuniber of imtients with posterior tihcap«ular cataracts '‘hown In 
parentheses 


and 5 (22%) of the 23 females who received corti¬ 
costeroid therapy shou'cd formation of PSC 

Stage and Duration of Aithiitis —The question of 
relationship between PSC and stage of rheumatoid 
irtliritis was considered Patients were classified 
according to the stage of disease (American Rheu¬ 
matism Association classific itionbased upon de¬ 
gree of articular damage shown by loentgenogra- 
pliy and physical e\ammdtion) and according to 
duration (table 2) PSC appeared in at least one 
patient in each stage of arthritis and at each dura¬ 
tion level There was poor con elation between the 
development of PSC and stage or duration of the 
rheumatoid artliritis 

Dosage and Duialion of Corticosteroid Theiapij 
—Tliere was, however, a striking relationship be¬ 
tween magnitude of corticosteroid dosage, duration 
of therapy, and occurrence of PSC (See dosage 
range appearing under table 3 for comparative 
maintenance levels of various corticosteroid ana¬ 
logs ) Of the SL\ patients who received low dosage 
for any penod of time and of the nine uho re- 
ceiv'ed corticosteroids for one vear or less at any 
dosage level, none developed PSC On the other 
hand, 367c of patients treated with corticosteroid 


for one to four veais and 69% of tliose treated for 
longer than four years exhibited these txqncal len¬ 
ticular opacities Similarlv, 237o of patients recen- 
ing moderate dosage and 75% of those recenang 
high dosage developed PSC 

Other Therapeutic Measures—Other factors m 
the total series of 63 patients wmre ei'aluated and 

Table 2 — Relation of Occurrence of PSC to StoRc and 
Duration of Rheumatoid Arthritis 

Stage of Rheumatoid Arthritis* 


Durutiou of r— 

Rheumatoid Arthiitl 

I 

_Aw 

11 

III 

n 

\OccurRUCL 
of PSC 

( ortIeo‘;ttroId Treated 

1 3 yr 

iCDt 

»(1) 

.(1) 

0 

3/ll=>7'^f 

4 0 yr 

0 

0 

'1(4) 

1(1) 

,/10= 437) 

79 jr 

0 

0 

S(4) 

^(1) 

)/10=jO7o 

<)\er 9 > r 

0 

1 

n(4) 

1 

4/]3=30‘^r 

Occurrence of 1/ 

>=417 


iH=nm, 

Rec d no torticost^'rolds 

1 3 yr 

J 

1 

3 

0 

None. 

4-C yr 

0 

1 

1 

1 

None 

7 0 yr 

0 

1 

1 

0 

None 

0\er 9 \r 

1 

1 

1 

0 

None 

Occurrence of PS(-) 

0/ft 

0/4 

0/0 

0/3 

None 


In ncconlimcc with cin'i'sificntlon of American Rheumoti m A'^'^ocl 
ation 

t Number of pntient«i with posterior «uhcnp«ulBT cataract*; sihown in 
parenthe*^^; 


treated statistically The admmistration of sali¬ 
cylates, antimalanal agents, phenylbutazone, gold, 
androgens, estrogens, or high calcium diets w'as 
found to have no significant correlation w’lth ap 
pearance of PSC (P greater than 05 in each case) 
Previous exposure to diagnostic and/or therapeu¬ 
tic radiation w'as evaluated in these corticosteroid 
heated patients Those xvith PSC had received an 
average of five upper gastrointestinal or barium 
enema examinations each (range none to 11) The 
patients without PSC had had similar experience. 


Table 3 —Relation of Dosage and Duration of Corticosteroid 
Therapy to PSC Formation 


t orlIcO'*terold Do'siigc 


Duration of i licrup) 

f- 

A 


-• Ol( urnnn 

I ow 

Moderate 

High 

of PS( 

Le s than 1 yr 

2 

r 

1 

o/9=None 

1-4 >r 

4 

9(1) 

9(7) 

8/22=307 

More than 4 i r 

0 

7(4) 

0(o) 

o/nzri.'rj. 

Total 

0/0 

)/>2 

12/10 


Occurrence of PS( 

None 


-,r- 



Number of potlcnf; with im'^terior '*ubcnp ulor ciitanict'* '•howu In 
piircnthe^C'* 


f Do'tnKC oluvA^ifinI US follow'' 


Rungc 

I ow 

Modemte 

High 


Dcxaiiie 

Corti one Prednisone thucone Other 
(mg /day) (mg /dav) (mg /day) Annlogi? 

I e s than ifl 1 e- than lO I ecc than 1 r tqulrnlcnt 
•0 93 11^-2 9 Fqiiiwilcnt 

lOoormore 1( nr more 'tor more Fqiil\alent 


w'lth m average of four such examinations each 
(range none to 15) Multiple joint radiographs, 
including spine films, had been performed an a\ er- 
ige of three times for each patient, both m the PSC 
and non-PSC groups Although one patient with 
PSC and tw o in the non-PSC group had had thera- 
peuhe radiation (one to the shoulder, one to the 
skin of the hands, and one to skin of the abdomen), 
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no patient leceivocl such lacliation to the head or 
neck 

Blood Glucose, Clwlcsictol, and Calcium -Blood 
glucose levels were detennined (usually on multiple 
occasions) in 49 cases, including all 17 with PSC 
Levels hetween 110 and 120 mg % weie ohseived 
on one occasion in 2 of the 37 non-cataract cases 
and in 3 of the 17 with PSC Noinial values were 
obseived m each on othei occasions No patient had 
oveit diabetes requiring insulin theiapv 

Seium cholesterol detenninations weie available 
m 48 cases, including 16 of the patients with PSC 
Levels above 250 mg % weie found in seven jiii- 
tients with normal lenses and m foui of those with 
PSC 

Serum ealcium levels weic abnoimal in 3 of the 
17 patients with PSC above 10 7 mg % in 1 and 


JAMA, Sept 10, 19fio 

never received prednisone Twelve had had corti 
sone and/or cortisol in addition to newer analo© 

We were interested in determining whether any 
special feature of rheumatoid arthritis characterized 
the 17 coiticosteroid-treated patients who devel 
oped PSC, as compared with the 27 who did not 
In the PSC gioup 71% had subcutaneous nodules in 
contiast to 52% of those who did not liave tins 
lenticulai lesion The bentonite flocculation test for 
iheumatoid factoi was positive m an equal peicent 
age of patients in each gioup (94% and 93% respec 
tively) The titeis tended to be high in each gioup 
(aveiage 1 1024) 

Random muscle biopsies weie peifoimed in 6 of 
the 17 patients wth PSC and levealed aiteritis in 
all 6 Of the biopsies peifoimed in 4 of the 27 other 
patients heated with coiticosteioids who did not 


TABLt 4 Fostcrior Stibcapsular Catarncts (PSC) Observed in Seventeen Pat tents with Corticostcroid-1 tented Rhetimatoid Arthritis 
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below 9 3 mg % in 2 Levels below 9 3 mg % weie 
observed m 4 of the 31 tested patients with noimal 
lenses The lowest level obseived was 8 1 mg % 
Subsequent deteiminations were peifoimed in all 
but one case, and were found to be within noimal , 
limits No patient had symptoms of hypocalcemia 
Clinical Data-Clinical data peitinent to the 17 
patients with PSC aie listed in table 4 It will be 
noted that theie were 5 females and 12 males 
mg in age from 34 to 61 All had had rheumatoid 
aithiitis foi two years or longei All had leceived . 
coihcosteroid therapy m model ate to high dosage , 
ranges for one year or longei No patient in this ^ 
series had received only corhsone oi cortisol One 
patient (case 17) had received only prednisone 
previously, whereas all others had had hvo oi move 
different corticosteroids, one of whom (case 5) had 


ivelop PSC, 2 showed aiteiitis There appeared to 
I no othei striking clinical differences between 
ese tivo gioups 

In 11 of the 17 patients, the cataracts weie dis- 
vered at the time of the first slit lamp examina- 
.n All but one patient (case 9) were receiving 
iticosteioicl therapy at the time of the diagnosis 
PSC This patient was observed two months after 
e discontinuation of high dosage of corticosteroid 
d showed early PSC Two months later tlie 
sions had progiessed 

Effects on Vision -It is noteworthy that in 11 ot 
' cases the opacities were visible with an opti 
almoscope by transillumination Subjective ocular 
implamts, usually blurred or foggy vision, were 
■esent in only six cases All 17 patients had normal 
irrected visual acuity (20/20) when first examined 
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One patient (case 14) had i retinal detachment in 
his left eye Tlie visual acuity was 20/200 The 
icuity in the right eye was 20/20 Four patients 
showed a slight decrease-in visual acuity (lowest 
acuity = 20/40) during the follow-up period (aver¬ 
age 4% months), three of these four had subjective 
complaints Three of these four also showed jiro- 
gressive changes by serial sht lamp e\ammations, 
despite reduction m corticosteroid dosage during 
the obseri^ation penod 

Other Ocular Changes —Othei changes, separate 
from PSC, obser\’ed in this group of 17 patients 
were minor and insufficient to suggest complicated 
cataract, e\cept m case 14 Smce in this case tlie 
retinal detachment was unilateral and the PSC 
bilateral, the patient avas retained in the series for 


two vears, also had bilateral PSC Iwo female 
patients (ages 16 and 49) wath scleroderma w ho had 
not received corticosteroid therapa, had norm il 
lenses 

Discussion 

As stated b\ Mevei ^ a cataract to the ophthal¬ 
mologist IS any opacita^ in the lens, w hereas to most 
other phvsicians the term ‘cataract” suggests a 
lenticular opaciW large enough and dense enough 
to interfere wath vision The postenor subcapsular 
cataracts discussed m this report fit the ophthal¬ 
mologic concept The appearance of these cataracts 
by transilluminabon is contrasted wath that of the 
more common tj^pes of cataracts in the schematic 
drawangs of the figure The definitive diagnosis 





tig 1—Schematic drawings of cataracts as ippcaring b\ transillummation A, deselopmental (coronarj) B, se 
mic (cortical), C, senile (nuclear), D, senile (posterior cortical), and E, posterior subcapsular 


statistical evaluation Intraociilii piessuie was nor¬ 
mal in all 17 cases 

In 46 patients (of the entire gioup of 63) w’ho 
sliow’ed no evidence of PSC, senile cataiacts, easilv 
distinguishable from PSC, weie observed in 6 
(2 males, ages 50 and 59, 4 females, ages 65, 69, 
69, and 76) Five of the sl\ had received no 
corticosteroid theiapy 

Other Rheumatic Disctises—Incident rl opportu¬ 
nity w'as provided to examine four patients with 
rheumatic diseases other th m rheumatoid arthritis 
A 41-year-old female patient wath svstemic lupus 
eiytliematosus treated for IVz vears wath high main¬ 
tenance dosage of prednisone (10 40 mg ) and later 
dexamethasone (2-4 5 mg) showed bilateral PSC 
One female patient, age 51, wath polvarteritis 
nodosa, treated wath prednisone (15 mg d ulv) for 


depends upon biomicroscopic ex immation al¬ 
though m mans cases the lesion mas^ be suspected 
upon exammation wath the ophthalmoscope 
\s listed m table 5, certain other sj'stemic condi¬ 
tions including diabetes, hx'pocalcemia msotonia, 
and atopic dermatitis are occasionalh issociatcd 
wath development of posterior subcapsular opaci¬ 
ties These cataracts can usuallv be differentiated 
biomicroscopicallj, and the underlvmg diseases are 
readih recognized Tliere w as no esadence of o\ ert 
diibetes, imotoma, or atopic dermatitis m the 
group of 17 patients with PSC herein reported The 
two patients who had hvpocalcemia on one determi¬ 
nation showed no esadence of tetanv, and subse¬ 
quent determin itions show'ed normal strum con¬ 
centration of calcium Cataracts secondarx to 
dmitrophtnol idnnmstration md to blunt ocular 
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trauma ]lk'c\^'Jic difter biomicroscopicallj^, more¬ 
over, no patient in this series had received dinitio- 
phenol or ga^'e a history of ocular trauma 
PSC associated with other conditions such as 
other oculai disease and senility," and exposure to 
ionizing radiation ' aie not as readily diflFerentiated 
fiom the lesions heie described However, there 
v'as no evidence of complicating eye pathology 
(except for unilateral letinal detachment in case 14, 
already discussed) in this group The relatively 
young age of the listed patients is not consistent 
with senile cataract foimation As will be seen from 
table 1, in the age group of 50 yeais and over (i e, 
the persons especially apt to develop senile PSC) 
none of the 12 patients with rheumatoid arthritis 
who had not leceived steioid theiapy exhibited 
PSC, wheieas 7 of the 15 who were given corti¬ 
costeroids developed this lenticular lesion The PSC 
of senility, unlike the opacitv here described, usu- 
allv spreads to the jienpheiy (senile cortical cata¬ 
ract) causing earlv visual impaiiment Tlie many 

Tabll 5 —Conditions Associated ictth 
Posterior Siihcapsular 0]iacitics 

( (indltloii^ rrortncini, ( iitnincl*! Unsily Dl'itln^uKhed lllond(io<-rn|>it 
itllj from f iitiirnofs Stro In ’I’ld*: Stndj 
Diiibctc'! Xtojile dermntltl« 

H\ pocalcpiniii Toxin® (dlnltropticnol) 

Myotonia Ocular trauma (blunt) 

( onditlons A<''"ociato<l uilb ( ataract® Dtfficiilt to Dlstinf,ul®h from 
'1 hosp Seen in 'ltd® Stud\ 

Ocular dlsca'c (uvciti® lii(,h nnopla retinal (Ictachincnt, rotinltl® 
pif,incnto«n) 

Scnllltj (posterior cortical) 
loni/lni, radiation (x rav Infra red) 


drugs often admmisteied m cases of rheumatoid 
arthiitis including salicvlates, phenylbutazone, gold, 
and antimalaiial compounds, some of which might 
for tlieoretical reasons be considered of patho¬ 
genetic importance in cataract formation, showed 
no statistically significant correlation with the de¬ 
velopment of PSC in these patients 

Incipient ladiation cataracts aie indistinguishable 
fiom the lesions described here However, as men¬ 
tioned pieviously, the extent and fiequency of ex¬ 
posure to diagnostic oi therapeutic radiation in the 
patients with PSC did not differ from the expeii- 
ence of those who did not develop cataiacts The 
minimum cataiactogenic dose of ladiation at the 
level of the lens has been estimated at 200 R bv 
Meiriam and Focht" In any diagnostic radiologic 
procedure involving the portion of the body above 
the diaphragm, some degree of exposure of the eye 
may occur The dosage m roentgens to the skin has 
been estimated for routine radiologic proceduies at 
the University of Pennsylvania by Ritter and col¬ 
leagues " Although these dosages may not be exactly 
the same for similar examinations at other centers, 
they may seive as a basis for estimation We se¬ 
lected the one patient with PSC who had leceived 
the greatest number of diagnoshc radiogiaphic 
examinations mvolymg the body above the dia¬ 


phragm The combmed examinations could have 
resulted in delivery of a total of 75 r to the slon 
Even if it should be assumed that this entire dose 
had been directed at one time to one lens, the total 
would have resulted in far less than a cataractogenic 
dose It should be mentioned again, however, that 
we do not know the dosage received by the one 
patient with PSC who had therapeutic radiation 
to the shoulder 

The relationship between the rheumatoid process 
and cataract formation requires some comment 
Occasional patients with juvenile rheumatoid artlin 
tis develop complicated cataracts’” Complicated 
cataract formation also occurs m adult rheumatoid 
aithntis patients with ocular disorders such as re 
cuiient severe iritis " However, cataracts have not 
been menboned in reports of ocular manifestations 
associated with rheumatoid arthribs in studies such 
as those of Short, Bauer, and Reynolds ’■ (293 pa¬ 
tients) Fuithermore, no mention of PSC was made 
in the reports of ophthalmologic studies of rheu¬ 
matoid arthribs patients by Mills (600 cases) and 
by Smith ’■* (465 cases) In our own ex’perience no 
PSC weie found among the non-steroid beated 
pabents even m the moie severe stages of aithritis 
or with disease of long duration 
The relationship bebveen the formation of PSC 
and corbcosteroid admmisbabon is highly signifi¬ 
cant (0 01 > P > 0 001) in this group of 44 treated 
patients compared with the 19 conbol cases In 
1936 Selye observed that clouding of the lens may 
be pioduced m animals subjected to non-specific 
stress In 1958 Grom reported the occurrence of 
transient (six-eight weeks) cataracts in two young 
men subjected to the stress of exposure to cold The 
anatomic locahon of the cataracts, however, was 
not described in either of these sbidies No mention 
has been made of cataract formation as a side- 
effect of corticosteroid therapy in the most recent 
Rheumatism Reviews ” oi in the Annual Revieu' of 
Ophthalmic Pharmacology and Toxicology Len- 
bcular opacity has not been described as a compli¬ 
cation of spontaneous Cushings disease Neverthe¬ 
less, the significance of the data presented in table 3 
prompts us to consider high-dosage corticosteroid 
therapy as a causative factor in the production of 
PSC Possible pathogenetic mechanisms by which 
corbcosteroids might act in cataract production 
remain, at present, speculative and beyond the 
scope of this paper The apparent inci eased sus- 
cephbibty of males for developing lenbculai lesions 

is of interest i. i j 

The lenticular opacities here described do not 

constitute a majoi hazard to vision and should not 
be alarmmg Six patients had subjective vi^al com¬ 
plaints such as blurred or “foggy vision Only 3 of 
these and 1 other pabent (i e, 4 of a total of 4 
patients or 9% of those who received proloi^^ged 
corticosteroid therapy) had measurable but sligh 
loss of visual acuity To date no pabent developed 
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senous visual defects and none lequned suigical 
intervention 

PSC of the type here described v'ere detectable 
by simple but careful ophthalmoscopic exammation 
through tile mydnatic pupil in slightly more than 
half the cases When a plus 10 dioptei lens was used 
black spots or thread-like opacities in a circum¬ 
scribed area were seen against a biight led fundus 
refle\ Conclusive diagnosis, howevei, depends 
upon the charactenstic aiipeaiance of the opacities 
as seen by biomicroscopic examination 

Opacities developed m patients receiving daily 
maintenance dosige of corticosteroids equivalent to 
10 mg or moie of piedmsone PSC vere not ob- 
sen'ed m patients with rheumatoid irthritis who 
had not received hormonal therapi' or m those 
given low maintenance dosage oi, in fact, in pa¬ 
tients who received steroid therapx' at am' dosage 
level for less than one yeai Once initi il lenticular 
changes occurred, reduction of steroid dosage 
failed to arrest progression of opacities in three of 
five patients Even discontinuation of corticosteroid 
therapy failed to arrest progression of PSC in 
another patient (case 9) Neveitheless, it would 
seem prudent to decrease dosage in patients who 
develop lenticulai opacities Once agam, the im¬ 
portance of keeping low the maintenance dosage of 
corticosteroids becomes self-evident Foi, as is true 
with the development of other undesiiablc side- 
effects of prolonged steroid theiapy, so in PSC, 
dosage is probably the most import mt single de- 
tei mining factor 

Summary 

Attention is draciai to the occuriciice of posterior 
subcapsular catiiacts (PSC) m 17 of 44 pitients 
(39%) with rheumatoid arthritis vho received pro¬ 
longed corticosteroid therapy Con elation between 
moderate or high mamtenance dosage of corti¬ 
costeroid piep<irations foi longei than one vear 
Old the development of PSC was found to be 
highly significant statistically PSC veic not ob- 
sen'ed in 19 patients with rheumatoid ii tin itis who 
liad not received corticosteroid theripv and in 
those who had low dosage or hid received hor- 
nionil therapy for less than one \eai Incidence of 
PSC was ipiireciably highei in mile thin in ft male 
patients 

Although conclusive diagnosis depends on slit 
lamp examination, opacities m 11 of the 17 p itients 
Mere visible with an ophthilmoscope through the 
dll ited pupil 

Tins adverse oculai effect of prolonged coiti- 
costeroid therapy—heretofoie undcscribed—h is not 
caused serious impairment of msioii noi lequiied 
surgical intervention Six of 17 piticnts with PSC 
had subjective casual complaints Objectic e evi¬ 
dence of measurable but slight impairment of 
visual acuitv w' is found m onh' 4 of the 17 p itients 


The importance of low' maintenance dosage of 
corticosteroids m the prex ention of PSC is empha 
sized 

We ire indebted to Dr^ Wilbam E Recfc, Co-Director of 
the Rheumatology Sersice at tlie D C Gencril Hospital 
Wislnngton, D C, for assistance in examining 12 of the 
non corticosteroid treated patients and to Dr Thomas A 
Burch of the National Institute of Arthntis ind Metibohc 
Diseases, National Institutes of Health for assistance with 
the statistical analysis 
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HYPERTENSION OF ADRENAL AND 
RENAL ORIGIN 

In tins issue of Tm: Journal, p 127, Smithwick, 
Porell, and Whitelaw discuss diagnostic featuies in 
54 patients whose hypei tension was due to lesions 
amenable to surgery of the kidney oi adrenal gland 
Such cases, winch are lelativelv raie, constitute 
about 2% of the hypertensive population seen bv 
these authors The dramatic response of these 
patients to specific surgical tieatment, however, 
emphasizes the importance of separating them fiom 
those with so-called essential hypertension 

Diagnosis is not always easy Many of the auth¬ 
ors’ cases behaved very much like cases of essential 
hj'pertension Some of them were clinicallv unsus¬ 
pected, being discoveied by loutine exploration of 
renal and adienal aieas dining bilateial lumbodois- 
al splanchnicettomy What the authois have learned 
about diagnosis from these cases may be most help¬ 
ful to all physicians currently ti eating the laige 
number of patients with tins disease In the piesent 
era of drug therapy for hypei tension, the diagnosis 
may be moie difficult and delayed unless each 
patient is carefully studied at the outset 

The possibility of specific curable causes m the 
hypertensive individual and the dangers of delay 
m diagnosis should not be overlooked by the cli¬ 
nician in his rush for the prescription pad 

EARLY HISTORY OF THORACIC SURGERY 
Doctoi Lew A Hochberg, consultant in thoracic 
surgery at Lutheian and Sea View Hospitals, Staten 
Sand N Y, expended fabulous amounts of time 
and effort in the reading and exploiation of early 
literature on suigery in pieparation foi a mimu- 
mental treatise entitled “Thoracic Surgery Befoie 
the 20th Centmy"' The te>.t is 
pages, with 84 U 

Fnrpword to his achievement, 

S story begins with the Smith Papyins, whieh 


describes the management of the fractured clande 
in vogue m the 17th century B G No attempt wll 
be made to document even the major events or to 
list the innumerable physicians who contributed to 
progress m thoracic surgery in the intervening 
3,700 years As might be predicted, Hippocrates 
participated in the progress He directed tlie treat 
ment of empyema with the scalpel or caiiterj', 
without which the patient was doomed Celsus, who 
lived in tlie reign of Tiberius Caesai, employed a 
bronze cannula for evacuation of pus from the 
pleural space Galen probably did little more than 
paraphrase Hippocrates He was not deposed until 
Paracelsus in the 16tli century began his tirades 
with tongue and pen Not many years later Vesalms 
prepared his major opns on the dissection of the 
body, as well as advanced specifically the descrip 
tion of the anatomy of the chest Fabncius, tlie 
builder of the anatomical theatie in Padua, stressed 
the need foi knowledge of anatomy as the pre 
lequisite to successful surgeiy in the treatment of 


mipyema 

Ambroise Paie, the gieatest suigeoii for several 
lenturies, devoted much time and thought to the 
;urger>' of the chest, especially traumatic wounds 
if soldiers He abolished tlie use of boiling oil which 
lad been in vogue m the tieatment of gunshot 
•vounds and lemtioduced the use of ligatuies 
0 stop arteiial liemonhage Wilhs, m his Opeia 
Dmma published m 1676, leported the successful 
Aeatment of a tuberculous cavity of the lung 
following open dramage through the chest wall 

One aside of consideiable interest in the mono¬ 
graph was the misconception that the chinch foi- 
oade anatomical dissection Hochbeig noted that 
be church forbade only the boiling of human bones, 

1 common practice dining the Ciusades wlien a 
[eadei, dying on route to the Holy Land, had ns 
body disLmbeied and the bones boiled m order 
o clear them of flesh and soft tissues After tins 
treatment the bones could be biouglit home, with 
^ rnmimum of inconvenience This practice x^s 
opposed by the Chuich Anothei was die 

nnovation of medical illustration by Vesalms The 
iehcacy of illustrations of anatomical dissection 
mabled many students of medicine to advance in 

be art a^well as the practice The illustrations in 
the art as we J suroassed even m our 


Baptist Verduc, early m the 18th centurv 
ed^a numbei of procedures m thoracic sur 

,cluing tracheotomy and ^ 

cavity with the examining finger eidier to 
m 1 mpostume) or for hemothorav Desmit. 
Xur war for 

gnosis and treatment of abscess of the pleura 

CLtrnum. and lung He was 

1 th the aspiration of a pericardial eiiusio 

u, BromEeld discussed tire 

■ous emphysema and recommended 
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patient play the hautbois, the oboe, m order to keep 
the lungs forceably distended for periods of time 

One of the most illustrious American surgeons 
mentioned in the volume v'as John Collins Warren 
(1778 1856), founder of the Boston Medical and 
Surgical Journal (New England Journal of Medi¬ 
cine) He tapped successfully the pencardium Mil- 
ton Antony (1823) reported the removal of two- 
thirds of the right lung m a 17-vear-old boy who, 
having sustained a serious injurv to the chest, de¬ 
veloped a mass that extended through the mter- 
costal spaces Another Bostonian, Henry Ingersol 
Bowditch, wrote extensively on thoracentesis, dia¬ 
phragmatic hernia, and pulmonarx' tuberculosis He 
suggested that pulmonary tuberculosis was con¬ 
tagious and not hereditarx' He described the trochar 
and the cannula m the treatment of pleural effusion 
and emphasized the need for prevenhng air from 
leakmg into the pleural space suriephtiously Al¬ 
though rib resection was performed by Hippocrates, 
this technique was not rediscovered, foi moie ade¬ 
quate drainage in chronic empyema, until 1860 by 
Walter Decortication was described by Delorme 
in 1893, a procedure currentl)' m vogue In 1887, 
Stewart reported the cure of a patient with bron¬ 
chiectasis bv drammg the puhnonarv infection and 
by resection of the overlving ribs 

The annual oration on surgery of the lung de¬ 
livered by John B Murphy at the Annual Meeting 
of the American Medical Association in 1898 was 
a memorable contribution to the subject He con¬ 
tended that pneumothorax was a palliative measure 
m the treatment of lung abscess when the patient 
was too ill for pneumonotomv Resecbon of the 
overlymg chest wall and drainage of the abscess was 
the recommended procedure A similar procedure 
was urged for the treatment of bronchiectasis 
Murphv was a fearless physician and engaged in 
many polemics with his associates His meteonc rise 
to fame has been attributed to his leadership m the 
care of the wounded m the Hajnnarket not and 
bomhing in Chicago m 1886 He was even accused 
by some associates of advertising 

There is no record of removal of a portion of the 
lung for neoplashc lesions until late in the 19th 
century Pean presented a paper before the French 
Congress of Surgery'm 1895 in whieh he reported 
that m 1861 he had remo^'ed part of a patient s lung 
for a tumor This was almost 75 years before Evarts 
Graham removed an entire lung for carcinoma of 
the bronchus 

To repeat the introductor\ statement, no attempt 
has been made in this editorial to document the 
many contributions to thoracic surgen' prior to this 
centun' It is necessary' to peruse Hochberg’s mono¬ 
graph for details He has promised to execute a 
similar task for 20th century thoracic surgerx’ The 
anticipated publication date is 1963 

1 Hochbors L A Thoracic Surcen Before the 20th Centiin 
Xei\ fort, Vantaci Prc>;<; 1960 


ONE EPILEPTIC SEIZURE 

The management of the child who has suffered 
one epileptic seizure is a critical clinical problem 
It requires skill in determining the etiology' and art 
m discussing witli the familv and the afflicted cluld 
the significance of the ominous e\ ent The problem 
of one epileptic seizure was presented by' Thomas 
m the JAMA one year ago Another communi¬ 
cation on this subject appears in this issue of The 
J ouBNAL, p 135, prepared by Samuel Livingston, 
Director of the Epilepsy Clmic at The Johns Hop- 
kms Hospital The immediate institution of daily 
anticoni'ulsant therapy is recommended for a child 
who has experienced only one seizin e of undeter¬ 
mined etiology 

The reasons for prompt mstitiition of theiapv aie 
clear The prevention of recurrence of seizures is of 
prime importance This should lead to inhibition or 
minimizing tbe psychological disturbances that are 
inevitable m patients and in parents Less frequent, 
but equally significant, is the prevention of possible 
phy'sical injury to the body durmg a severe seizure 
or the local injury to the brain with repetitive fits 
The validity of Livmgston’s conclusions could not be 
put to test on the basis of a control study This 
might be hazardous to the afflicted in the control 
senes as well as difficult teclmically to accomplish 
On the other hand, the recommendations, based 
upon ex-perience and obsen'ahons of a large number 
of epileptic children over a period of 214 decades of 
study, seem to me to be sound 

THE SWEAT THAT SMELLS 

The bloody” sweat of the hippopotamus, the 
blue sweat of the elephant, and the bhie-black sweat 
of the gazelle are secreted under emotional or 
mechanical stimuli from ajrocrine glands or from 
tubulai glands endowed with apocrine charac- 
tenstics' Apocrine sweat glands m the human are 
confined to selected areas of the body, m contrast 
to eccrine sweat glands that are generally dis¬ 
tributed The chimpanzee and the gorilla, among 
the anthropoids, are closest to man in apocrine 
gland distnbution One of the main functions of 
ecenne glands, teleologically, is the dissipation of 
heat for the maintenance of body temperature, 
\'ital for a homoiothermic organism Those glands 
secrete a colorless fluid that contains water and 
electroh tes in concentrations that vary' under 
physiologic conditions The apocrine glands, on the 
other hand, ser\ e no knouai function for man and 
probably represent an atavisbc character, the 
scent” gland The secretions contain minimal 
imounts of protein, glycogen, ammonia, iron, and 
probably fat The secretion is sterile and odorless 
inibally The sweat develops a foul odor under the 
influence of bacterial action 

The apocrine glands in humans usualh are limit¬ 
ed to the ixilla, anogenital region, the mammarx' 
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aieola, the eyelids, and the middle eai (tlie ceru¬ 
minous glands seciete the yellow pigment in ear 
wax) Occasionally apocrine glands may be found 
on the face, the hairy poition of the chest, and m 
the scalp An anthropologic heirarchy, based upon 
the numbei and location of the glands, has been 
pioposed The fewer the numbei of apocrine sweat 
glands, the higher the development The glands 
might be considered secondaiy sex characteiistics 
Thev do not leach functioning maturity until 
pubert>' and begin their regiession with the climac¬ 
teric Also, tlie mammar}'^ gland, a cutaneous denva- 
tive, IS an apocrine gland 

The histologic structure of the gland is respon¬ 
sible foi its name, (Gi apo away fiom, apostle, sent 
away), which implies loss of a portion of the apo- 
ciine cell during secretory activity In routine sec¬ 
tions, the apical tip of the cell appeals to be pinched 
off However, with special techniques such as elec¬ 
tion microscopy, this pinched-off appearance has 
been showm to result from histologic artifact In 
reality, apocrine secretion seems to occur via a 
‘luminal fringe” of tiny secrehon droplets The cells 
contain numerous pigment granules which are re¬ 
sponsible foi the color m the concentrated secie- 
tion The adult glands contain few mitotic figures, 
the incidence increases m elderly peisons The sec- 
1 etory cells are sparsely endowed inth glycogen In 
contrast, tlie secretor)' cells of the ecenne glands 
are richly supplied with this energy substance, a 
diiect function of the greater magnitude of cellular 
work performed durmg ecenne function 

Apocrine glands are “spent” temporarily aftei 
acfavity and require from 24 to 48 hours to recharge 
Aftei physiologic stimulation the ecenne glands le- 
quire no significant refiactory peuod for resump¬ 
tion of activity A well-developed band of smooth 
muscle envelops the tubulai portion of the gland, 
identified as the myo-epithelium Myo-epithelial 
cells also aie present in the mammary glands Tliey 
provide the foice for discharging mothers’ milk 
Inneivation of the human apocrine sweat glands is 
derived fiom adrenergic fibers of the autonomic 
nervous system Administration of epinephime is 
responsible foi stimulation of apocrine sweating, 
the antiadrenergic agent, phenox-ybenzamine (Di- 
benzyline) piei'ents die physiologic response of 
epinephrine Acetylcholine produces eccrine sweat¬ 
ing but not apocrine sweating The apocrine glands 
do not respond to heat, the major physiologic stimu¬ 
lus for the eccrme sweat glands Apocrine sweating 
may be seen in response to emotional stress It is 
less common, howevei, than the usual emotional 
ecciine sweating When a patient in the examining 
room sweats under the arms, usually this is ecenne 

The eccrine sweat gland also is the favored site 
for sweat gland abscesses as discussed m this issue 
of The Jouhnae, p 140, by Maibach and Kligman 
Antibiotics appear to be effective in preventing 
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the formation of new abscesses and the rupture nf 
well developed lesions 

The hippopotamus demonstrates rather stnlonsh 
apociine sweatmg after emotional stimuli A 
rnucoid, reddish secretion appears in response to as 
slight a stimulus as the approach of a man toward 
the animal, so great is Ins dislike for the members of 
the human race The face and die rostral back of the 
hippopotamus show the greatest response Tins 
physiologic action might lend itself to further study 
of psychosomatic phenomena in the mammal if it 
weie less formidable as a laboratory' subject 

Several clmical disorders of the apoerme sweat 
system may be documented These have been con 
sidered by Gould and Pyde in “Anomalies and Cun 
osities of Medicine ”' Osmidrosis (Gr osuie smell, 
hulws sweat) and biomidrosis (Gr bromos stench) 
refer to an excessive odor of the sweat The apo 
Cline sweat glands of the Negro are considerably 
larger and more abundant than the Caucasian, also 
pigment granules m the cells of die axilla of the 
Negroes are more abundant than in other laces, 
except for the Australasian The Onentals are some¬ 
where between Thus, osmidrosis depends upon the 
race as well as upon adherence to personal hygiene 
Localized chromidrosis (colored sweat) has been 
described as occurring symmetrically on die faces of 
voung women aftei emotional stimulation It is 
seen commonly on the malar regions and lower eye¬ 
lids, and occasionally on other areas such as the 
axilla, abdomen, and chest The color usually is 
black or very dark, although blue, gieen, and yellow 
color tones have been described The pigment re¬ 
sponsible for this colored apocrine sweat is appai- 
endy lipofuscin In colorless apocrine sweat of the 
average indiwdual, this pigment is secreted in re¬ 
duced quantities or in a state of lower oxidation 
Fov-Foidyce disease is characterized by the pies- 
ence of numerous pruntic papules in apoerme 
gland-beaiing areas, with anidrosis of the gland 
The disease is less troublesome during pregnancy 
And lastly, hidradenibs suppurative is a chronic 
cicatrizing, suppuratix'e process of the apocrine 

aieas 

Hiuley and Shelley', the authors of the mono¬ 
graph on “The Human Sweat Gland m Health and 
Disease,” reveal that their investigations on die 
apocime apparatus extended over a period of five 
years But diey did not consider that each of the 
problems was solved, at least not in the field of 
comparative mammalian physiology The pygmy 
hippopotamus, the skunk, the musk ox, as well as 
the sheep, the dog, and die horse have not been 
studied exhaustively with particular reference to 
apociine-eccrine gland activity 


tr w 1 nnd Shcllo, w B Tlie Human Apoenne Swcit 
ad if He’aith and Disease, Spnnsfield. Ill. Clmrlos C Them-u Pub- 
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CORTICOSTEROroS AND CATARACTS 

Dunng the 11 years in which naturally occumng 
and synthetic corticosteroids have been employed 
in cluneal medicine, a gradually mcreasing list of 
untoward side effects has accumulated Most reac¬ 
tions were recognized and reported m the first 
tivo years of clmical experience with these drugs 
It was then known that the major or serious effects 
consisted of peptic ulceration, osteoporosis until 
spontaneous fractures, mental disturbances includ- 
mg psychoses, and activation or extension of in- 
feebons A few years later, necrotizing arteritis, 
associated in some cases with neuropathy, was 
added to the list 

The series of minor effects (much larger than 
that of major reactions) has also been growing, 
but only a few have been added in the last five 
years It is therefore surprising that still another 
adverse effect now comes to our attention, namely, 
the formation of circumscnbed posterior subcap- 
sular cataracts (PSC), as described in tins issue 
of The Journal, p 166 Seventeen (39%) of 44 
corticosteroid-treated patients ivith rheumatoid ar¬ 
thritis were observed to have PSC, whereas none 
of 19 nonsteroid-treated patients with rheumatoid 
artlmtis exlnbited this lenticular lesion Statistically, 
this difference is highly significant, the P (proba¬ 
bility) value being less than 0 01 There was no 
correlation between duration of arthritis, extent of 
radiologic changes in the joints, or previous forms 
of therapy (nonsteroid) and the presence of PSC 
However, the group of 44 steroid-treated patients 
under study had unusually severe rheumatoid dis¬ 
ease For example, subcutaneous nodules were 
present in 12 of the 17 with PSC (71%), and arteritis 
was found in each of the 6 patients with PSC sub¬ 
jected to muscle biopsy 

This cataract may be seen with the ophthalmo¬ 
scope in the majority of cases, but the definitive 
diagnosis requires a sht-lamp examination With 
a biomicroscope, PSC are readily differentiated 
from the more common senile cortical or nuclear 
and developmental cataracts Opacities closely re¬ 
sembling the PSC described in this report may be 
associated with a variety of diseases The lesion 
most difficult to differentiate from these PSC is 
the senile cortical cataract, which, exceptionally, 
may begin as a circumscribed opacity at the 
posterior pole of the lens 

In 1927 Kirby reported results of his examination 
by sht-lamp microscope of 7,950 patients seen m 
the pnvate practice of ophthalmology Posterior 
cortical cataracts, eitlier alone or in combination 
with other forms of cataract, were present in 17% 
Since these figures represent the occurrence of 
such cataracts among patients witli some ophthal¬ 
mic complaint, the prevalence of 17% is probably 
higher tlian that in the general population Hence, 
it IS not surprising that this lesion did not appear 


in tlie group of 19 control patients with rheumatoid 
artlirihs in the current report 

It is of importance tliat ocular symptoms asso¬ 
ciated with steroid-induced PSC were mdd and 
infrequent None of the reported patients had 
severe visual impairment, in contrast to tlie usual 
course of senile cataract None required surgerv 
during tlie brief follow-up period The eventual 
course of the lesions remains to be determmed 

This report, as do those concerning other ad¬ 
verse side-effects, again emphasizes the importance 
of low mamtenance dosage in long-term cortico¬ 
steroid therapy It is noteworthy tliat no patients 
in the low-dosage group developed PSC Informa¬ 
tion currently available would suggest that, in 
calculating tlie risk of untoward effects, PSC should 
be considered of mmor clinical consequence and 
would not rank xvith such major hazards as peptic 
ulcers, fractures, or psychoses If the improvement 
expected from long-term corticosteroid adminis¬ 
tration warrants the known risk of developing one 
or more of tlie major undesirable effects, the chance 
of developing PSC should not senously affect the 
physician’s decision Reports by other observers on 
the occurrence of tins untoward effect of prolonged 
corticosteroid administration at relatively high dos¬ 
age m severe rheumatoid arthritis and in other 
diseases will be of interest 

THE MULTIPLE CAUSES OF PARALYTIC 
POLIOMYELITIS 

A generation ago it was generally held that para¬ 
lytic poliomyelitis was caused by a smgle virus 
Studies subsequently have revealed three serohipes 
of poliovirus winch are mcorporated m Salk vac¬ 
cine By means of tissue culture and suckhng mouse 
methods, two large families of viruses have been 
added and are now grouped xvith the polioviruses 
as a tribe of enterovnruses, tlie Coxsackie (A and B) 
and the ECHO virus families * 

In selected instances tlie wrus was isolated before 
the clinical significance was appreciated This 
phenomenon led to the expression that tliese were 
viruses in search of disease’ Later tliev became 
associated with more or less well defined clinical 
syndromes, such as epidemic pleurodvnia, herpan- 
gma, aseptic meningitis (‘nonparalvtic poliomveh- 
tis’), pencarditis, myocarditis, enceplialihs, and 
nondescript outbreaks of febrde miserx' Thev bid 
fair to become great imitators of clinical entities 
They may produce parotitis, with or without orchi¬ 
tis simulatmg mumps, and eruptive fe\ ers simulat- 
mg to some extent rubeola, rubella, and roseola in¬ 
fantum Indeed, reweu s of tlie clmical properties of 
these xTTuses could well bear not onlv a date line 
but a mark of the hour w hen WTitten As there are 
more tlian 50 of tlie newer Enterowruses alreadv 
identified, the potential cumulatii'e distress thej’ 
can impose mav be considerable 
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To complicate matters, tlie clinical picture of 
paialytic poliomyelitis has been found in some 
patients to be due diiectly to some of these newer 
Viruses Elsewheie in this issue is such a report 
(p l^S), one of whose authois has previousl 3 ' 
fully documented paralytic instances in children of 
Co\sackie B5, Covsackie A7, and Co\SMhe ECHO 
2, and a fatality ascribed to Coxsackie ECHO 11 
viius Although Salk vaccination is not entirely 
protective, as witnessed by the type-3 poliovirus 
epidemic of 1959 in Massachusetts, paialytic poho- 
mvelitis can no longer be ascribed solely to the three 
types of poliovirus An as yet undefined proportion 
of poliovaccine failures may be due to these othei 
agents Although a cause for distress, this should 
stimulate clinicians and investigators to puisne with 
undiminished vigor means of measuring the threat 
of these agents and deteimining additional steps 
tliat are necessary 
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and employment of the nation's physically hand! 
capped In addition, there js an address by an 
outsta^mg physician or public figure at the ban¬ 
quet Tins year’s speaker will be Dr E Vincent 
Askey, President of the A M A 
Other interested organizations, such as state and 
county medical societies, allied professional asso 
ciations, and trade associations, assist m planning 
and presentmg the Congress 
The Congress serves not only as a meeting for 
the formal piesentation of papers on occupational 
health but also as a forum in which occupational 
healtli problems and questions can receive the 
attention of the acknowledged experts in this field 
In tins age of expanding technolog)^ such meetings 
are important to focus attention on the health 
problems of those who work 

TRIPLE X-SEX 


1 Dalldorf G Tlie Eiilero\ inisn iiid I'lralitK, Oistast Cl>i\p 9 
Virnl Infection'; of Infanc> and Childhood edited h\ Haro M I'o'o 
Vin lorh Hoeber-Iinnipr I960 

CONGRESS ON INDUSTRIAL HEALTH 

The program of the Twentieth Annual Congress 
on Industnal Health appears on page 183 of this 
issue of The Journal 

The Congress is an annual meeting sponsored bv 
tlie Council on Occupational Healtli of tlie Ameri¬ 
can Medical Association It is held in various cibes 
The 1959 Congress was held m Cincinnati, the 
1958 m Milwaukee, and the 1957 in Los Angeles 
The 1960 Congress will be held m Cliarlotte, N C, 
October 10-12 

The Congress is directed prmiarilv toward the 
medical profession, but many of the sessions are of 
interest to others concerned with occupational 
health problems, such as nurses, industrial b)’- 
giemsts, and representatives of management At¬ 
tendance has varied between 300 and 500 

The occasion of the Congress is used foi meet¬ 
ings of tlie Council with chairmen of the state 
medical society committees on mdustrial health 
and witli officers and directors of the Industrial 
Medical Association In addition, the Council holds 
one of its regular meetings )ust before the Con- 

Many subjects have been discussed, including, in 
recent Congresses, research m occupational health, 
education and'trammg in occupational medicme, 
public and professional relations in occupational 
health, disability evaluation, occupational derma¬ 
toses, vision in industry, workmen s compensation, 
and work absence 

One of tlie Inghlights of the Congiess is the 
piesentation, at the annual banquet, of an award 
to the physician selected by the Presidents Com¬ 
mittee on Employment of die Physically Handi¬ 
capped foi outstanding contribution to the welfaie 


Many of us recall the course in Introduction to 
Biology m college and discussion of the Austrian- 
Augustiman Abbott, Gregor J Mendel, and Ins 
garden of vegetable peas His contributions on tlie 
theoiy of the gene are classic and are lecognized 
as the cornerstone of die science of genetics' The 
communication was published in 1866 in the Pro¬ 
ceedings of die Society for Natural Science of 
Brunn, formerly in the Austro-Hungarian Empire 
Several varieties of peas, procured from seedsmen, 
were subjected to a two-year trial period in order 
to determine dieir genetic purity Twenty-tivo of 
die varieties that remained constant weie retained 
for subsequent study Hand fertilization, protection 
from foreign pollens, and maintenance of maMmum 
fertility assured Mendel of die validity of his ex¬ 
perimental procedure The differentiation of char¬ 
acter by the letters A, B, a, b (dominant and reces¬ 
sive) that was applied first to peas was of great 
significance later in the understanding of lium.in 
heredity Mendel did not use the term “gene’ in his 
original communication The term was fiist used 
by Johannsen early in this century 

The introduction of the concept concerning the 
lole of cinomosomes as die carriers of the Men- 
delian units of heredity has been attributed to Sut¬ 
ton (1903) His conclusions were based not on 
experimental studies, but from the correlation of 
apparently uni elated facts m the fields of cellular 
structure and selected observations on beredit)’ 
He postulated that die processes takmg place m 
miosis and gamete production so closely parallel 
the events observed by Mendel in sweet peas that 
a common and single explanahon of both events 
was inevitable A short time later, the common 
fruit fly, Drosophila melanogaster, was introduced 
by Thomas H Morgan at Columbia University as 
an experimental tool Pure cultures of the fly could 
be bred and genetic variations selected, wliicli m 
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lurn bred true in successive generations Morgan 
assigned specific gene sites to specific chromosomes 
The recognition of the se\ linked factor for e\e 
color on the X chromosome was Morgan’s first out¬ 
standing contribution The science of heredity is as 
indebted to the fruit fly as to the vegetable pea 

Sewall Wright took advantage of the findings in 
biochemistry and histology in an elucidation of his 
tlieory of the production of coat color m animals, 
near the close of World War I Melanin, the pig¬ 
ment responsible for tire brown color of the skin, 
fur, and eyes of animals, is produced by oxidation 
of products of protein metabolism—the action of 
specific enzymes This reaction occurs m the cyto¬ 
plasm of cells by enzymes secreted by the nucleus 
The chromogens oxidized depend upon the specific 
enzymes present Thus, hereditary differences in 
color, blond vs brunette, are related to hereditarv 
differences in the enzyme that enters into the re- 
iction A given pair of genes will determine the 
existence of a particular enzyme concerned with 
pigment production, another pair will determine 
whether homogentisic acid is excreted m the unnc 
in the disease alkaptonuria 

The major contribution in this field by Nobel 
Laureate, H J Muller, is famdiai to manv As pro¬ 
fessor of zoology at Indiana University, he ex¬ 
ploited the x-rays m the study of genetics as his 
predecessors had used less complex tools The in¬ 
direct effect of X rays upon cells through the medi i- 
tion of the genes and chromosomes was described 
in 1927 A decade later Beadle and Tatum of the 
California Institute of Technologv used the fungus 
Neurospora to investigate the basic biochemical le- 
actions in the cell, and discovered tliat a change 
induced in a gene results m a change in the or 
ganism’s ability to synthesize its nutrient necessities 
Although not specificallv stressed by these mvesti- 
gitors, it might be deduced that one enzyme is 
identified specially with one gene Avery, MacLeod 
and McCarty of the Rockefeller Institute, ace m 
vestigators of the pneumococcus, demonstrated that 
deoxyribonucleic acid xvas a basic hereditary sub¬ 
stance They noted for tlie first time that a specific 
cliemical compound is vital in determining the 
hereditary composition of an organism (pneumococ¬ 
cus Tj^pe III) The substance not only is capable of 
reproducing itself, but also can be utilized by i 
different pneumococcus type which xvill be tr ms 
formed into Type III 

Studies in genetics m tlie past decade have spread 
o\ ei a \\ ide area ‘ Particular emphasis in the med¬ 
ical profession concerns the effect of atomic radia¬ 
tion upon genetics of man Recently, Professor 
Beadle reported to the National Academy of Sci¬ 
ences that levels of radioactivity m food—particular- 
1> strontium'"’ and radioactwe iodine—hax'e been 
increasing in the last few years, but that the) remain 
"cll below the levels that need to be considered 


cause for alarm Most recentlx', an intriguing study, 
pursued at Johns Hopkins Unwersity School of 
Medicine by Ferguson-Smith, identifies specific 
chromosomes xxnth hereditary somatic defects The 
precise numbered chromosomes in those aflflicted 
c in be identified microscopically m cells growm on 
tissue culture oi other suitable structures obtained 
from biopsy Research and biology, the garden pea, 
ind the fruit fly, hax'e eventually touched man in a 
critical spot—heredity Hereditary transmission of 
normal characters oi variations is a vital ind de¬ 
termining factor in e ich of us 

1 Classic Papers m Genetics edited 1)\ J A Peters Fnplcwood 
Cliffs N J Prentice Hall Int 1959 

EXPERIMENTS ON ARTIFICIAL HEARTS 

Twenty-five years ago the recent advances in 
surgery of the heart and large blood x'essels per¬ 
formed today could not hive been foretold The 
surgeon had to await appropiiate dex'elopments m 
anesthesia, physiology, and mechanical engineer¬ 
ing Today, major surgery on the heart of infants 
is successfully earned out, and the damaged ai- 
teries of adults are replaced What further piogress 
w’lll come m the next quartei of a century, likexvise, 
cinnot be foretold An inkling, however, of what 
may be m store has appeared in expenments on 
artificial hearts that are aimed to permanently re¬ 
place ineparably sick human hearts Investigators 
in the Department of Artificial Organs and the Di- 
x'lsion of Research at the Cleveland Clinic Founda¬ 
tion and the Frank E Bunts Educational Institute 
performed an experiment ’ m xvhich a mechanical 
heart sustained the circulation of a dog for five 
hours during which blood pressure, spontaneous 
respiration, and comeal, w'lnk, and tendon reflexes 
also xx'ere mamtamed 

The artificial heart, whicli was the pendulum 
type, employed a small motor xvhich sxvung back 
and forth, alternately compressing each polyure¬ 
thane ventricle against tlie rigid housing, therebx' 
expelling its contents The x’entricles emptied alter¬ 
nately rather than simultaneously No pulmonarx" 
edema xvas evident m a roentgenogram of the chest 
made after five hours To test the pump for hemol- 
x'sis, human blood xxdiich had been used m an 
extracorporeal heart-lung machine was pumped for 
three hours in a mock circulation and the increase 
in free hemoglobin in the plasm i xv is found to be 
acceptably loxx 

Although the poxx er required to oper ite the mo¬ 
tor m this expenment came through electric xxares, 
mechanical improvements m artificial hearts, no 
doubt, xxall come about Who knoxvs—perhaps ex en- 
tuallv a small atomic poxx er plant mav be installed 
xxathm the human chest to proxade poxxer to op¬ 
erate an irtificial heart' 

1 Houston C S Akutsu T and Xolff W J Pindulum Tspe of 
Xitificial Heart X\ nhm Chest Prclimimn Rcisort Xin Heart T 
39 723 730 (Mav ) 1960 
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CLINICAL NOTES 

Fatal Bulbospinal Paralytic Pobomyelitis 
Due to ECHO 11 Virus 

Alex J Steigman, MD ScD and 
M Lipton, PhD, Louisville Ky 


There is some awareness of tlie possibility of 
clinical paialytic poliomyelitis of various grades of 
seventy being caused by enteroviruses other than 
poliomyelitis, i e, membeis of the Coxsackte A 
and B families, and the ECHO vmises Knowledge 
of these enteroviiuses is relatively lecent, and it 
may be some time befoie their entire clinical- 
pathological spectrum is delineated In the mean 
time, it would seem impoitant to record any docu¬ 
mented instance of clinical paialytic poliomyelitis 
due to a vuus otliei than one of the thiee serotypes 
of poliovirus, especially when the associated pres¬ 
ence of poliovirus can be excluded 


Report of a Case 


A 2-year-old female infant entered hospital on Maj 25, 
1959, after acute onset of sore throat, restlessness, and cry¬ 
ing out in her sleep the previous dav On the morning of 
admission, flaccid weakness of bodi loner extremities ap¬ 
peared and began to progress rapidly to involve botli liips 
and tile nght upper extrcmitj' She was dnven 150 miles to 
tlie hospital, at xx'hich time tlie weakness noted by the 
parents was confirmed, in addition, her erj' was iveak, her 
voice nasal, her gag reflex almost absent, and mild flanng 
of tlie ah nasi xvas exadent There was nuchal ngidity, deep 
tendon reflexes of the lower and upper extremities were 
absent, as xvere the superficial reflexes of the abdomen and 
over the erector spinae muscles There xvas some w'eakaiess 
of the abdominal musculature, but tlie intercostal muscles 
and diaphragm seemed to function normally, although die 
movement of the ala nasi suggested impending respiratory 
difficulty No cough, coryza, diarrhea, rash, or distension of 
the bladder xvere noted 

Witliin a few hours the intercostal muscles were noted to 
be xveaker, xvhereupon tracheotomy and mechanically assisted 
respiration xx ere instituted Prior to tlie use of tlie respirator, 
and during her early phase of impaired ventilation, the blood 
pressure rose to 150/90 mni Hg but returned to 120/70 
mm Hg after the establishment of adequate ventilation 
There xvas no evidence of sensory change or pyramidal 
tract signs 

The admission penpheral blood count revealed a liemo- 
globin level of 11 2 Gm % and xvlute blood cell count of 
4 150 per cubic millimeter, witli a differential count of 76% 
polymorphonuclear leucocytes and 24% lymphocytes The 
spinal fluid contained only 3 leucocytes per cubic millimeter 


From the Kentua> Child Health Foundation Lnboraloiy, Depart¬ 
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—all polionorphs, and 24 mg % of protein Four da>s later 
file spinal fluid stall revealed only 3 leucocytes, 2 lympho¬ 
cytes, and 1 poljanorph per cubic millimeter, and 33 mg % 
of protein 

^le ensuing course included tlie difficulties often associ 
ited widi severe bulbospinal poliomyelitis, i e, penods of 
^telectiisis tind pneumonia requiring such measures as 
broncoscopy and antibiotic and aerosol Oierapy By die 8ih 
week of illness, her condition warranted transfer to tlie 
Vanderbilt Poliomyelitis Respirator Care Center in Nashville, 
Tenn , to w'liicli she n as removed m a tank respirator Dur 
mg an acute respiratory obstructax'e episode there 18 tiajs 
later, she died Postmortem examination xvas not permitted ’ 

Virological Studies 

A stool suspension prepared from an enema per¬ 
formed on admission yielded a cytopathogemc 
agent wJien groira m primary monke)' bdney- 
epitlielial culture tubes on several different occa¬ 
sions The same stool did not produce cytopatlnc 
clianges in passage monkey kidney-epitlielial cul¬ 
tures, nor in HeLa oi Detroif-6 cells, nor did it 
produce disease in suckling or adult mice The 
spmal Raid taken on admission did not reveal any 
cytopathogemc agent in vitro Serial samples of 
blood serum xveie collected on admission, 1, 2, and 
6 weeks aftei the onset of illness In none of these 
serums could neutralizing antibody to types 1, 2, or 
3 poliovirus be demonstrated (<14 vs 100 tissue 
cultuie doses [TCD-,n] of each virus) On the other 
hand, neutralizing antibody to the virus isolated 
from the child was present m low titer on admis¬ 
sion (1 8) and rose in titer (1 256) during convales¬ 
cence, as did the hemagglutination-inliibition titer 
against ECHO 11 virus Serologic confirmation of 
this patient’s x'lrus as ECHO type 11 xvas reported 
by Doctor S S Kalter of the Communicable T>is 
ease Centex Laboiatory" 

Comment 

The clinical course was tliat of bulbospinal 
respirator)' poliomyelitis, and the virological data 
implicated die stram of ECHO 11 virus as causa 
tive Since postmortem examination was not pet 
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formed, confirmation of the nature and distribution 
of poliomyelitic lesions was not possible We have 
previously noted “ another instance of fatal bulbo¬ 
spinal respuator)' poliomyelitis due to an ECHO 
virus (type 2), m which postmortem examination 
of the central nervous system showed that both the 
nature and the distribution of lesions were identical 
with those considered characteristic of poliomye¬ 
litis virus infecbon 

Had the child been concurrentlv infected with 
poliomyelitis virus, survival for 6 weeks after onset 
would be long enough for neutrahzmg antibody to 
have appeared in the seium The virus isolated 
from the child came from a specimen collected on 
admission to the hospital and did not represent an 
enteroviral cross-mfection acquired m hospital 

The type 11 ECHO virus has been considered 
relatively innocuous and has been recovered from 
asymptomatic individuals, tests in Britam in human 
volunteers with a strain of ECHO 11 virus recov 
ered from a case of croup showed that 8 of 9 
volunteers infected wath the vims as grown on 
human embrj'O-lung tissue developed a mild but 
definite illness with malaise or gastrointestmal 
symptoms, while only 3 of 8 developed any symp¬ 
toms after infection with the same virus that had 
been passed 11 times in monkey kidney cells * 
Another group recently observed the acute aseptic 
meningitis syndrome to be associated with ECHO 
11 virus infection ° It is becoming mcreasmgly ap¬ 
parent tliat vimses capable of invading the central 
nervous system from the alimentary tract may pro¬ 
duce the aseptic meningitis syndrome and moie 
serious neurolytic damage, as illustrated by the 
patient reported herein 

It IS impossible to predict the importance, in 
terms of human paralytic disease, of a type of virus 
which has once demonstrated the capacity to do 
so We have elsewhere” presented evidence that 
paralytic poliomyelitis with residual paralysis, oi 
death, may, on occasion, result from Coxsackie B2, 
B5, Coxsackie A7, ECHO 2, and now ECHO 11 
virus We confined these reports to those m which 
the virus data were fully confiimatoiy In the largei 
number of children who possess poliovirus antibody 
(either naturally or Salk-vaccme induced) one can 
only infer, without certainty, that an mstance of 
paralysis is due to a nonpoho enterovirus The 
instances reported are probably far fewer, there¬ 
fore, than actually occur 

Voroshilova and Chumakov ’ piesented evidence 
that the Coxsackie A7 virus strains isolated in Rus¬ 
sia produced residual paralytic, and even fatal, 
disease, more recently. Grist ” produced evidence 
indicting Coxsackie Ah as the cause of paralytic 
disease, with residual atrophy, m 7 patients and 
of one fatality in Scotland It is of importance to 
point out that the nonpohovinis enteroviral agents 
vhitli have produced paralvtic disease ma\ not 


necessarily grow m a routine cell culture, such as 
of Heha cells Indeed, the Coxsackie A7 virus strain 
isolated m Russia and m this laboratorx’^ and in 
Scotland have required the use of sucklmg mice for 
original isolation In the patient here reported, tlie 
use of HeLa cells, Detroif-6 cells, and monkev pas¬ 
sage-kidney epithelial cells, would hax'e given neg¬ 
ative results, since the virus could only be detected 
on primar}"^ isolation by the use of primary monkev 
kidney-tissue culture One might easily have dis¬ 
missed this as an mstance of poliovirus infection 
with inability to recover the virus The finding that 
tlie child developed no antibody to the three tyqies 
of poliovirus was a most significant clue 

Whether, or when, any of these nonpohoviruses 
will become significant causes of epidemics of 
paralysis remains to be seen In the mean time, 
continued surveillance of their activity' would seem 
to be extremely important in order to (a) assess 
their range of patliogemcity, (Zi) enlarge knowledge 
of the spectrum of disease produced by the various 
enteroviruses, and (c) exclude as Salk-vaccme or 
hve-pohomyehtis vaccine failures those cases of 
paralytic disease not due to pohownis and there¬ 
fore ones not preventable by use of such vaccines 

Summary 

A 2-yetU old child with fatal bulbosjnnal paia- 
lytic poliomyelitis was infected with an ECHO 11 
virus to which she developed antibody At no time 
was poliovirus antibody detected in any of hei 
serial blood serums Awareness of the danger that 
nonpoho enteroviruses can cause poliomyelitic dis¬ 
ease and fatalities is emerging The frequency with 
which this may happen is as yet undetermined and 
ments contmued close surveillance and concern in 
its ONvn right and in evaluation of pohovaccine 
failures 

323 E Chestnut (2) (Dr Steignnn) 
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Multiple Coarctations Of The Aorta 


Tieatroent with Teflon Bypass Prosthesis 

George R Hohunde, M D, Samuel W Moore M D 
Man Alleu Engle, M D , Henn P Goldberg, M D and 
Frank Glenn, M D, New York City 


Multiple coaictahoiis of the aorta aie quite rare 
In 1959, Zaroff and co-\\'orkers ’ reported a case 
with four separate coaictations of the aoita Al¬ 
though thei' were able to find seven additional 
cases of multiple coarctation of the aoita in the 
hteratiue, none of these had inoie tlian two aieas 
of stenosis In the case heie repotted theie weie 
four separate aieas of uauowing, thiee in the aorta 
and one m the left subclavian aitery Although at 
fiist it uas considered inoperable, successful opeia- 
tive repair was earned out at a later time with the 
use of a synthetic aoitic giaft and with a heait- 
lung machine in the operating loom foi tempoiaiv 
aortic bypass if needed 

Report of a Case 

A 514-vear-oId boy was first seen in the Pediatuc 
Chine of the New York Hospital-Coinell Medical 
Center in 1952 A heait muimm had been heard 
when lie lyas 2 weeks old, but his growth, develop¬ 
ment, and physical activities had been normal 
Dining treatment foi pneumonia occuiring aftei 
measles, elevation of the blood pressure in the 
aims ivas noted, and lie was refeiied to the hos¬ 
pital foi evaluation 

On examination he was a stuidy I'oungstei with 
forceful pulsations visible m the neck vessels and 
beneath the clavicles The blood pressure was 
190/105 mm Hg in the light aim, 160/105 mm Hg 
m the left aim, and unobtainable in the legs The 
femoral pulses weie absent A coarse systolic tin ill 
was palpable over the aortic aiea, in the supra¬ 
sternal notch, and over both carotids A loud, long, 
rough systolic muimm, maximal in the second 
right interspace at the sternal boidei, was heard 
over the precordium, m the neck vessels, and in 
tlie interscapular region The heart sounds at the 
base were not accentuated Electrocardiograms 
showed left ventiiculai hypeitiophy Tlieie weie 
abnoimally tall R waves m leads V-, and Ve, and 
the lelated limb leads, aVF, and leads 2 and 3 
The R wave in Vt was 30 mm tall and the S wave 
in Vi was 26 mtn deep T waves were upright m 
the left piecordial leads An x-ray of the chest 
sliowed essentially normal findings 

Tiom fht depnrtnieiits of Surgery Rud Pcdiutncs Ncu lotk Hos- 
pilal-CorueU Medical Center 


Tile impiession was coarctation of the aorta 
pioximal to or involving the left subclavian artery 
or both Angiocardiography was performed in the 
hope of delineating the coarcted area, but on the 
angiocardiogram the arch of the aorta was poorly 
visualized There did, hou'ei'er, appear to he a 
nairow segment distal to the innominate artery 
Collateia) vessels about the light shoulder and 
laige internal mammary^ arteries were seen 
Because the blood pressuie in the upper extremi 
ties uas quite high, and because he was having 
fiequent headaches operation was decided upon 
despite his age On Maich 23, 1953, an exploratory 
thoracotomy was performed througli die foiirtli 
left intercostal space An artist’s sketch of the opera¬ 
tive findings IS sliown in figure 1 Theie weie four 
sepal ate points of nan owing one between the 
left common carotid and the left subclavian artery, 
one in the left subclavian itself just beyond its 
oagin, one m the aorta just distal to the left sub¬ 
clavian, and one 2 cm dista] to the left sabclavian 
At the time this seemed to be an inoperable lesion, 
and the incision was closed During tins procedure 
the blood piessuie in the nght arm rose as high 
as 290/150 mm Hg Nevertheless, he recovered 
fiom this operation without conijihcations 

The patient was followed in the Congenital 
Caidiac Clinic at regular intemds During the 
next few yeais he continued to be remarkably well, 
aside fiom occasional headaches The blood pres¬ 
sure in the right arm lemamed around 180/120 
mm Hg, with the systolic piessme in the left arm 
20 to 30 mm Hg lower His growth and develop¬ 
ment were normal until he leached the age of 9 
yeais, when both weight and height lagged signiB- 
cantly below the normal for his age and sex Coin 
cident with this change was the development of 
new abnoimalities in the electrocardiogram indica 
tive of left venhicular sham or mvocardial damage 
T waves became inverted in leads V 4 to .sVF, 
and 2 and 3 X-ray of the chest now showed nb 
notching (fig 3, top) Fundoscopic examination re 
vealed giade 1 to 2 hvpei tensive letinopathy 
Because of these clianges, he was reconside^ 
foi operation six vears after the first procedure On 
Jan 22, 1959, a second operation for correction of 
the coractations was undei taken with the pump 
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was necessaty The chest was opened bilaterally 
through the fourth intercostal space, and the ster¬ 
num was transected There were dense adhesions 
oxygenator standing by in case temporary bypass 
behveen the lung and the pleura The aorta was 

Internal mammary 



Fig 1 —Arhst s sketch of operative findings at first op 
ention (from O Sullivan and Glenn-) 

dissected free at a point just distal to the hga- 
mentum arteriosum, but the arch of the aorta, in¬ 
cluding the origin of the vessels and the areas of 
coarctation, was encased in dense scar tissue To 


dissect out the aortic arch would have been ex¬ 
tremely difficult as well as hazardous Therefore, 
it was decided to place a permanent bypass pros 
thesis between the ascending arch of the aorta 
and the descending aorta A cnmped knitted poly- 
tetrafluoroethylene (Teflon) prosthesis, 0 5 inch m 
diameter, was selected for this purpose The proxi¬ 
mal end was sutured end to side on the ascendmg 
aorta just below the reflection of the pencardium 
The distal end of the prostliesis xvas sutured to 
the descending aorta just distal to tlie hgamentum 
arteriosum (fig 3) Each anastomosis xvas accom¬ 
plished xvidi tlie aid of nonoccluding clamps on 
the aorta When tlie clamp on the prosthesis xx’as 
released, the blood pressure dropped from 160/100 
to 120/70 mm Hg and remamed at this level for 
the remainder of the operation Strong pulsations 
xx'ere palpable in the femoral and pedal arteries 
at tbe end of the procedure His postoperatix'e 
course was complicated onlv by a loxv-grade fever 
which subsided At discharge three xveeks post- 
operatively, the blood pressure in arms and legs 
ranged around 120/80 mm Hg 
The appearance of the graft on a recent x-ray 
of the chest is seen m figure 2, bottom The blood 
pressure recording in the upper and lower extremi- 



^■S 2—Roentgenograms of chest posteroantenor (7c/f), nght anterior oblique (center), and left antenor oblique (ng/it) 
projections immediatel} before (top) and after (bottom) second operation Note slight notching of nbs and left xentncular cn 
largement Barium shallow examination rescaled no exidenee of left atnal enlargement or of antenor displacement of esopha 
gns in left anterior oblique xiexx b> poststenotic dilation of descending aorta (top) Prosthesis is seen as an arc in left chest, 
adjacent to great xessels in frontal projection and adjacent to descending aorta in left antenor oblique Mess (bottom) 


16a 


184 


GOVERNMENT SERVICES 


VETERANS ADMINISTRATION 

Personal-Dr Robert C Parkin of Madison, 
Wis, was appointed clnef of professional training 
services m medical education for the Veterans 
Administration, m Washington, D C He has been 
assistant dean in cliarge of postgraduate medical 
education at the Universit}' of Wisconsin School of 
Medicine for the past 11 years In his new post, 
he will help co-ordinate VA medical education 
programs which assist in training one of each three 
new physicians and one of each ten professional 
nurses being produced by the nation Dr Parkin 
succeeds Dr Marjorie P Wilson, who has been 
advanced to the newly cieated position of assistant 
dll ector of the education service in the VA Depart¬ 
ment of Medicine and Surgery in Washington — 
Dr Sydney Selsenick director of professional serv¬ 
ices at the Veterans Admmistiation hospital at 
West Haven, Conn, since November, 1952, has 
been appointed manager of the VA hospital at 
Boston He succeeds Dr Ralph E Metlieny, who 
became Area Medical Director for the VA at St 
Paul, Minn 


IA At A, Sept 10, i%o 




o i. rr ' X Ui r^ansas Aiedi 

cal Center m Kansas City, Kan, has been awarded 
a Public Health Service contract to develop detec 
ion agents which will identify viruses that mav 
cause human cancer No type of human cancer u 
known to he caused by a virus, although viruses 
Have been found m malignant tissue removed from 
patients Identifying these viruses is a vital first 
step m reseaich to learn whether they cause the 
disease in man Virus infection has alieady been 
established as the cause of many forms of cancer 
m laboratory animals 


Under the one-year, $400,000 agreement, effec 
tive July 1, a research team directed by Dr Herbert 
A 'Wenner will intensify studies under way for the 
past several yeais to develop a virus detection 
agent The scientists will produce large quantities 
of antiserums agamst 60 common human viruses 
found in the digestive tract, including some knosvn 
to cause disease and many not yet associated with 
illness The contract with the University of Kansas 
Endowment Association is part of the National 
Cancer Institute’s evpandmg virology program, 
which already includes more than 100 grants in 
virus-cancer reseaich as well as numeious similar 
studies m its own laboratories in Betbesda, Md 


NATIONAL SCIENCE FOUNDATION 


PUBLIC HEALTH SERVICE 

Radiological Health Specialists —A three-day meet- 
mg to explore methods of reducing the nation-wide 
shortage of radiological health specialists was con¬ 
vened in Princeton, N J , on Aug 2 The objective 
of the symposium was to explore the various train¬ 
ing needs of ladiological healtli piograms in fed¬ 
eral, state, and local health agencies These pro¬ 
grams need many hundreds of trained specialists 
m connection with the lapid expansion of the use 
of atomic energy and the mci easing use of x-iay 
and other radiation souices m the healing arts and 
in industry 

The Public Health Service has conducted short- 
tei-m technical training programs in radiological 
health for the past 10 years National leaders, how¬ 
ever, believe that more attention must be given to 
inci easing university effoits, at both the graduate 
and undergraduate levels, in the teaching of radio¬ 
logical science courses 

Whereas university courses in radiological health 
were vutually non-existent a decade ago, graduate 
programs in this subject have now been initiated 
at varying levels of experience and skill Some 
schools of medicine, engineeiing, and public health 
have gained much experience m this new area, 
while the programs of otheis remain in the plan¬ 
ning stage 


Institutional Grants —The scientific capability of 
the nation’s colleges and universities promises to be 
strengthened under the terms of the experimental 
program of institutional grants announced by Alan 
T Waterman, Director of the National Science 
Foundation, in a letter to college and university 
presidents This program will be under the direc¬ 
tion of a new OfiBce of Institutional Programs, 
lieaded by Louis Levin, who has been Deputy Di¬ 
rector of the Foundation’s Division of Biological 
and Medical Sciences 

These institutional grants are designed to 
strengthen the scientific research and research- 
training effort of the nation’s colleges and univer¬ 
sities They are intended to provide institutions 
with valuable flexibility for strengthening and bal¬ 
ancing scientific research activities without specify¬ 
ing the particular activities to be undertaken with 
the funds Institutional grants will complement 
Foundation support of science and science educa¬ 
tion now provided through research grants for spe¬ 
cific projects and through fellowships 

Amounts of grants allowable to an institution 
under the new program will be limited to 5 per 
cent of Foundation researcli grant payments made 
to the institution during the previous year and in 
any case will not exceed $50,000 for any one fiscal 
year During the first year of operation, mstitu 
tional grants will be based on the mne-montli penoii 
from July 1, I960, through March 31, 1961 In sue 
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ceeding years, they will be based on a full 12- 
month period, Apnl 1 through the following March 
31 Institutions will be requmed to report to the 
Foundation each year on the use of the institu¬ 
tional grant funds The reports will include a state¬ 
ment of expenditures and of purposes for which 
expended The Office of Inshtutional Grants will 
also handle the Foundation’s program for the de¬ 
velopment of graduate research laboratories, where¬ 
by grants are made for modernization and expan¬ 
sion of research laboratories m U S universities 

FOOD AND DRUG ADMINISTRATION 

Drug Information—Stronger regulations to insure 
that physicians received adequate information 
about the drugs they prescribe and to insure the 
safety of new drugs were proposed by the Food 
and Drug Administration The new regulabons 
would require sweeping changes m the labeling 
of prescription drugs Virtually all prescription 
drug packages and printed matter distributed to 
physicians to promote sale of a drug would be 
required to bear complete information for pro¬ 
fessional use of the drug, including information 
about any hazards, side-effects, or necessary pre¬ 
cautions Heretofore such fully detailed information 
has not been requu-ed m labeling when it was 
available to either scientific literature or, in certain 
cases, to the physician on request The only excep¬ 
tion in the proposed regulations xvould apply to 
frequently used medicines that are familiar to the 
doctor 

Furthermore, when safety requires, a new drug 
would be kept off the market until the manufac¬ 
turers representations regardmg the reliability of 
manufacturing methods, facilities, and controls have 
been confirmed by a factory inspection made by 
the Food and Drug Administration Such an in¬ 
spection would verify that the firm can insure the 
identity, strengtli, quality, and purity of each batch 
of the drug Occasional inspections have shoxvn 
conditions m manufacturing plants which were 
contrar)' to representations made by the manu¬ 
facturer m his request for safety clearance 

Other proposed labeling changes would require 
drugs for injection and for use m the eyes to bear 
a quantitative declaration of all inactive ingredi¬ 
ents Labels of all prescription drugs would be 
required to include an “identifying lot or control 
number from which it is possible to determine the 
complete manufacturing history of the drug ’ Ex¬ 
emptions are permitted where there is insufficient 
label space, provided the information is given on 
other parts of tlie drug package All labeling bear¬ 
ing information for use of a drug would be required 
to have the date of its issuance The proposed 
changes would correct a tendency on the part of 
some manufacturers to describe to physicians the 
merits of a drug without giving information re¬ 


gardmg its hazards and the special precautions 
necessary for maximum safety and effectix'eness 

Interested persons are invited to submit written 
comments on the proposed regulations to tlie Hear¬ 
ing Clerk, Department of Health, Education, and 
Welfare, Room 5440, 330 Independence Ave, S W , 
Washington 25, D C , before Sept 19 

Drug and Device Seizures —In June 11 of tlie 16 
drugs and devices which were seized were alleged 
to bear false and misleading claims Four acbons 
were taken agamst so-called food supplements” 
promoted with statements falsely suggesting that 
all disease conditions are caused by a fault}' diet 
and that the average person must rely on vitamins 
and minerals m the promoted products to protect 
his health So-called fruit salad” xvafers xvere pro¬ 
moted by a spieler as well as by literature Tbev 
were claimed not only to supply the nutritional 
value of natural fresh fruits, but also to prevent 
and treat premature agmg, high blood pressure, 
brain fag, air-bome and food poisonmgs, pyorrhea, 
fever, aches and pains, alcoholism, and the harmful 
effects of cigarette smoking This mixture of pow¬ 
dered assorted fruits would not, as claimed, supply 
the nutrients m a serving of fresh fruit salad, and 
had no value for treating the conditions for which 
it was offered 

Another “food supplement” featuring yeast as 
a source of vitamins was found to contain what 
amounted to only 1/300 of the usual U S Pharma¬ 
copeia dosage of yeast Yeast serves only as a car¬ 
rier for vitamins, and this product had no special 
value in providing resistance to disease, increasmg 
energy, or improving muscles of the digestive tract, 
improvmg the nerves, circulatory system, or the 
complexion, as claimed 

An herbal mixture was put up m capsules as a 
‘natural tranquilizer ’ for treating overweight, nerx'- 
ous tension, and disorders due to nervous tension 
and for preventmg heart disease and arteriosclero¬ 
sis A glycente of the aloe leaf was represented as 
in adequate and effective treatment for all t}'pes 
of bums, cuts, and abrasions, poison iv}', super¬ 
ficial ulcers, and athlete’s foot, as a preventive for 
scar tissue, and as an anbseptic Phenylpropanola¬ 
mine hydrochloride, which is not effective m con¬ 
trolling appebte or weight m amounts permitted in 
products promoted for over-tlie-counter sale, was 
promoted m tablets supposed to release the active 
ingredient over a penod of eight to ten hours and 
suppress the appetite all dav long ’ 

Food Seizures—Nearly 79 tons of frozen whole 
eggs, some of which were rotten, were seized m 
nine actions m June The Food and Drug Adminis- 
trabon has virtuallv completed the first part of a 
program to assure the wholesomeness of frozen 
w'hole eggs bv stamping out the illegal traffic m 
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JiKubatoi rejects, and will continue with the sec¬ 
ond pait of this program-a sampling of all com¬ 
mercial frozen eggs-xmtil these products aie 
brought into compliance 

Of the 765 tons of unfit foods lemoved from the 
maiket m June, rodent-contaminated wheat ac¬ 
counted for 608 tons The continued laige volume 
of contaminated wheat undei seizine month aftei 
month underscores the need for intensified effoits 
to eonhol lodents on the faim to piotect this basic 
food and pi event economic loss to farmers Also 
seized as unfit weie canned tomatoes and catsup 
with fiv eggs and maggots, dried beans that were 
rodent-contaminated, and canned peas containing 
insects and insect larvae Seizing 30 tons of iice 
and nearly 4 tons of floin foi lodent-contamination, 
the government also chaiged these products had' 
been held under insanitaiy waiehouse storage per¬ 
mitting contamination 

Neaily 60 tons of a single shippeTs barley had 
been mixed with seed giam treated with a toxic 
meicunal compound not peimitted m foods Ovei 
43,000 14-oz cans of evaporated milk weie seized 
because they contained pesticide residues Two 
shipments of a single pioducer’s celer)% totaling 
29 tons, weie taken off the maiket because the 
celeiy contained residues of parathion exceeding 
the legal tolerance or safe limit on the amount of 
this pesticide that may remain in celery without 
harm to consumeis Two pioducts shipped for use 
m ice cream manufacture—a “chocolate” dip coat¬ 
ing and a “chocolate” base—both containing little 
chocolate, canned cut green beans that weie too 
“stringy” to meet requirements of the Food Stand¬ 
ard, and low-fat buttei vere seized as economic 
cheats 

Sales Stopped by Seizuie—In fune the Food and 
Ding Administration seized ‘teas” and “tonics 
sold as cures for such conditions as arteiioscleiosis, 
arthritis, asthma, cataracts, diabetes, epilepsy, heait 
tiouble, kidney stones, menopause, obesity, tape- 
woims, and varicose veins Also taken into custody 
were raw mateiials such as cramp bark, devil shoe 
stung, dog grass, figwoit, skunk cabbage, queen of 
the meadow, and tuitlebloom The total value of 
seized goods was §>2,000 Misbianding charges were 
filed, based on false and misleading curative claims 
m tlie labeling 

Separate chaiges weie brought against two othei 
unlabeled products because of verbal claims made 
to an inspector and a woman employee of FDA 
posing as customeis foi a cancer remedy in a retail 
stole operated by the promoter A “cream” oi “can¬ 
cer paste” was sold as a treatment foi cancel of the 
breast with the claim that its use would eliminate 
the need foi operation A “special blood tome” was 
sold as a tieatment foi anemia, “tired blood, non 
deficiency, and run-down conditions, as well as 
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cancer FDA investigatois asked the store clerk 
who said he was studymg “herbistry," if they could 
see the doctor They were told that “the doctor” 
spent most of his time away from the store on buy 

mg expeditions foi chugs but “any of ns can lieln 
vou 

Restraining Oidei on Blood Cure-A temporan 
restraining oider against shipment of a radioactive 
device intended foi curing cancer and other dis 
cases bv irradiating the patient’s blood was granted 
by the Federal Coiut at Phoenix, Ariz, but the 
promoter could not be located for service of papers 
Seizin e of the device on the basis of false and inis 
leading therapeutic claims has been in litigation 
for more than two months 
The device, which provides two to three times 
the amount of ladioactivity in a radium watch dial, 
uses a mixture of radium, barium chloride, Ian 
thanum oxide, and thoiium oxide in eight quartz 
tubes that are imbedded m a plastic barrel Another 
quaitz tube containing blood taken from a patient 
IS inserted m the center of the barrel for exposure 
to ladiation Accoiding to the directions, the entire 
des'ice is then held under refiigeration for 24 hours, 
after which the “iriadiated” blood sample is re¬ 
injected into the patient The device was recom¬ 
mended foi the treatment of artliritis, diabetes, 
anemia, cancer, bone ailments, mental deficiency 
m cliiklien, and dissolving blood clots 

Colored-Light Cancel Cure —Two actions of the 
Fedeial Couit for the District of Los Angeles have 
stopped the sale of color lamps piomoted as a cure 
for cancer and “all diseases which liave, or may, 
affect the body of man ” The Court entered on the 
same dav a deciee of condemnation in a seizure of 
unassembled color lamp units shipped by Burrough- 
ville Specialties, of Arlington, Calif, and a per¬ 
manent injunction against their disfiibution The 
promoter, Stanley A Burroughs, of Riverside, Calif, 
had sold the device in do-it-yourself assemblmg 
kits consisting of a lamp base, electrical fixtures 
and wiring, and plastic slides in a set of five colois 
The promotei appaiently believed that an un¬ 
assembled kit would not have to meet the same 
federal requirements of effectiveness and safety as 
an entire device shipped m interstate commerce 

Industry Aids in Consumer Protection -Twehe 
plant improvements costing a total of $310,70t 
were made voluntarily m late May oi June to 
assure production of clean, wholesome foods 
Thiough 97 additional voluntaiy destruction or 
diversion actions, food films prevented 173 tons o 
unfit food products from reaching consumers a 
New Hampshire baker spent $114,634 to eliminae 
possible insect infestation and improve sanitation 
m his plant 
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Apclian, George Solomon, Brooklyn, American Uni¬ 
versity' of Beirut School of Medicine, Syria, 1923, 
on the staffs of Kings County and Methodist hos¬ 
pitals, died May 3, aged 61, of coronary thrombosis 
and Mtenosclerosis 

Arato, Yolande, Binghamton, N Y , born in Buda¬ 
pest, Hungary, Oct 8, 1899, Magyar Kiralyi Paz- 
many Petrus Tudomanyegyetem Orvosi Fakultasa, 
Budapest, Hungary, 1924, interned at the New 
York Infirmary'm New' York City, served a resi¬ 
dency at the Hudson River State Hospital in Pough¬ 
keepsie, served on the faculty of Creighton Univer¬ 
sity School of Medicine in Omaha, formerly asso¬ 
ciate professor of anatomy at New' York Medical 
College, Flower and Fifth Avenue Hospitals in 
New York City, on the staff of the Binghamton 
State Hospital, died June 20, aged 60, of broncho 
genic carcinoma 

Beach, George Paul ® Daytona Beach, Fla , born 
in Sandersville, Ga, March 6, 1911, University of 
Texas School of Medicine, Galveston, 1942, in¬ 
terned at the Grady Hospital in Atlanta, served a 
residency at the Veterans Administration Hospital 
in Oklahoma City, where he sen'ed a residency at 
the University Hospitals, specialist certified by the 
Amencan Board of Orthopaedic Surgery, member 
of the American Academy of Orthopaedic Surgerv, 
veteran of World War II, associated with the Hope 
Haven Hospital in Jacksonville, drow'ned June 12, 
aged 49, w'hen an outboard boat capsized near 
New' Smyrna 

Benedetto, John Michael @ Chicago, University of 
Illinois College of Medicine, Chicago, 1926, sen'ed 
on the faculty of his alma mater, a member of the 
senior surgical staffs at Columbus and Motlier Ca- 
brmi Memorial hospitals, died in Oak Park, Ill, 
July 4, aged 58, of heart failure 

Berg, George Shepard, Coral Gables, Fla , born m 
New' York City June 5, 1924, New York Universitv 
College of Medicine, New' York City, 1948, in¬ 
terned at the Mount Sinai Hospital and the Belle¬ 
vue Hospital in New' York City, sen'ed a residence' 
at the New' York Hospital m New York City', certi¬ 
fied by the National Board of Medical Examiners, 
speciahst certified by the American Board of Pedi¬ 
atrics, member of the American Academy of Pedi- 
itncs, from Apnl, 1953, to May, 1955, an officer in 
the medical corps of tlie U S Army Resen'e, asso- 


(g) indicates Member of the Amencan Medical Association 


ciated w'lth the Varietv Childrens Hospital and 
the Jackson Memonal Hospital, w'here he died 
June 13, aged 36, of Hodgkin s disease 

Caldwell, John Cook, Wellington, Kan , Missouri 
Medical College, St Louis, 1899, veteran of World 
War I, died m the Wellington Hospital June 14 
aged 85, of congestive heart failure 

Campbell, Harry Sefton, New' Smj'rna Beach, Fla , 
University of Buffalo School of Medicine, 1902 
died June 2, aged 85, of arteriosclerosis 

Clark, Richard Gwyn ® San Antonio, Texas, Uni¬ 
versity of Tennessee College of Medicine, Mem¬ 
phis, 1935 veteran of World War II, associated 
W'lth the U S Veterans Administration, died m 
Santa Rosa Hospital June 10, aged 49 

Connell, Harlow Richard Dwight ® Bluefield, W 
Va, Medical College of Virgmia, Richmond, 1914, 
served overseas during World War I, assoented 
W'lth the Bluefield Sanitarium and St Lukes Hos¬ 
pital, died June 22, aged 67, of coronary throm¬ 
bosis 

Conyers, William Harry Jr, Denver, born m Jersey 
City, N J , Jan 8, 1909, How'ard University College 
of Medicine, Washington, D C, 1947, interned at 
the Freedmen’s Hospital m Washington, D C, 
served a residency at the Sea View' Hospital m 
Staten Island, N Y, Brooklyn Cancer Institute, and 
the Kings County Hospital in Brooklyn, resident m 
radiology at the Veterans Administration Hospital, 
from 1953 to 1958 served in the U S Air Force 
Reserve and m 1955 w'as aw'arded the Soldiers 
Medal of Honor for peacebme valor, died near 
Momson, Colo, May' 28, aged 51, of injuries re¬ 
ceived in an automobile accident 

Cooper, John Kencade, Morristow'n, Tenn , Univer¬ 
sity of Tennessee College of Medicine, Memphis, 
1931, past-president of the Hamblen Countv Med¬ 
ical Society, veteran of World War I, associated 
with the Morristow'n-Hamblen Hospital, died June 
16, aged 58, of coronary occlusion 

Cregg, William Francis, Syracuse, N Y', Syaacusc 
University College of Medicine, 1896, died June 
14, aged 89, of carcinoma of the prostate 

Dannenberg, Max ® Brooklyn, Long Island College 
Hospital, Brooklvn, 1920, speciahst certified by the 
Ymencan Board of Radiology', member of the Ra¬ 
diological Societx' of North Amenca, Inc, and the 
Amencan College of Radiology', past-president of 
the Kings CounU Radiological Societx, chief, de- 
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partment of loentgenoJogy, Beth-El Hospital, di- 
rectoi of loentgenology at Brooklyn Womens Hos¬ 
pital, died in the Beth-El Hospital June 30, aged 
63, of cirrhosis of tlie livei 

Dearth, Otto Art ® Poitsmouth, Ohio, University 
or Cincinnati College of Medicine, 1927, veteran of 
Woild War I, on the staffs of the Mercy and Ports¬ 
mouth General hospitals, died June 11, aged 68, 
of pulmonaiy emphysema 

Dimond, Edgar Bascom, Dunlap, Ill, Kentucky 
School of Medicine, Louisville, 1897, died in Peoria 
June 14, aged 83, of bronchopneumonia 

Doble, Eugene H ® Presque Isle, Maine, Balti¬ 
more Medical College, 1900, specialist certified by 
the American Boaid of Radiology, member of the 
Radiological Society of North America, Inc, died 
June 29, aged 85, of generalized arteriosclerosis 

Dolin, Irving H, Brooklyn, Long Island College 
Hospital, Brooklyn, 1922, died June 19, aged 63, of 
coronary thrombosis 

Dozier, Paul ® Denvei, Harvard Medical School, 
Boston, 1929, certified by the National Board of 
Medical Examiners, specialist certified by the 
American Board of Psychiatry and Neurology, vet¬ 
eran of World War H, interned at the Peter Bent 
Brigham Hospital in Boston and served as resident 
physician at the Boston Psychopathic Hospital, at 
one time on the faculty of the University of Pennsyl¬ 
vania School of Medicine in Philadelphia, served 
on the staff of the Colorado State Hospital in 
Pueblo, died May 21, aged 56, of lobar pneumonia 

Ducy, William Dwyer, Boston, Baltimore Medical 
College, 1905, formerly city physician m Brockton, 
Mass, and he served for many yeais as examining 
physician at amateui and professional boxing 
matches, died June 9, aged 79, of pulmonary em¬ 
bolism 

Edgmgton, Harry William ® Portsmouth, Ohio, 
University of Louisville (Ky} School of Medicine, 
1920, associated with the Portsmouth General Hos¬ 
pital, veteran of World War I, died June 17, aged 
68 , of coronary thrombosis 

Eichelbaum, Kurt Laser ® Chicago, Albeitus-Uni- 
versitat Medizimsche Fakultat, Konigsberg, Prus¬ 
sia, Germany, 1925, interned at the Lutheran Hos- 
ijital m Cleveland, specialist certified by the Amer¬ 
ican Board of Oithopaedic Surgery, member of the 
American Academy of Oithopaedic Surgeons, fel¬ 
low of the International College of Surgeons, clin¬ 
ical assistant professor of orthopedic surgery at the 
University of Illinois College of Medicnm, att^d- 
ing orthopedic surgeon at American, Columbus, 
and Cuneo hospitals, died in the American Hos¬ 
pital July 5, aged 61, of coronary occlusion 
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University of Lonmville (Ky) School of Medicme' 
1952, on the staff of the U S Public Health Sen™ 
Hospital, died in the Methodist Hospital June 16 
aged 33, of injuries received in an automobile ac’ 
cident 


Elliott, Lloyd Albert, Elkhart, Ind, College of Phi 
sicians and Surgeons of Chicago, School of Medi 
cine of the University of Illinois, 1911, fellow of the 
American College of Surgeons, veteran of World 
War I, associated with the Goshen (Ind) General 
Hospital and the Elkhart General Hospital, where 
he died June 16, aged 75, of arteriosclerosis, cere 
bral vascular accident, and diabetes 

Eye, Boyd Franklin ® Kansas City, Mo , University 
of Illinois College of Medicine, Chicago, 1916, re 
tired from the Veterans Administration, veteran of 
World War I, died June 12, aged 71, of carcinoma 
of the pancreas 

Ferns, Alexander John ® Buffalo, University of 
Buffalo School of Medicine, 1930, associated with 
the Lafayette General Hospital, died in the Dea 
coness Hospital June 5, aged 57, of pulmonary 
embolus, diabetic acidosis and cardiovascular ac¬ 
cident 


Fmdeisen, William Ernest, Commander, U S Navy, 
retired, Coronado, Calif, Columbia University Col¬ 
lege of Physicians and Surgeons, New York City, 
1909, entered the U S Navy m 1912 and retired 
June 30, 1938, veteran of World Wars I and II, on 
the staff of the Coronado Hospital, died June 22, 
aged 75, of myocardial infarction 


Fmley, Hulon Kirk, Aspermont, Texas, Baylor Uni¬ 
versity College of Medicine, Dallas, 1912, died in 
Big Spang June 8, aged 76, of coronary occlusion 

Fisher, William Endy, Reading, Pa, University of 
Pennsylvania Department of Medicine, Philadel¬ 
phia, 1899, on the staff of St Joseph) Hospital, 
died June 26, aged 86, of coronary occlusion 

Fly, James Clagett, Centerville, Tenn, Vanderbilt 
University School of Medicine, Nashville, Tenn, 
1916, veteran of World War I, formerly practiced 
m Kingston, where for many years he served as 
health officei of Roane County, died m St Thomas 
Hospital, Nashville, June 29, aged 77, of myocardial 
infarction 


Frankhn, Jacob James ® Ramsey, Ill, St Loins 
University School of Medicine, 1941, veteran of 
World War II, on the staff of the Fayette Count) 
Hospital m Vandaha, died m the Barnes Hospital, 
St Louis, June 28, aged 52, of acute lymphocytic 
leukemia 


•eed, Albert Sargent Jr., Perry Point , Hahne 
ann Medical College and Hospital of Philaclel 
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phia, 1945, sen'ed an internship and residency at 
the West Jersey Hospital in Camden, in 1954 re¬ 
signed from the regular U S Army, consulting 
surgeon at the Veterans Administration Hospital, 
where he died May 2.3, aged 38, of massive hemor¬ 
rhage of the gastrointestinal tract, vari\ of the 
esophagus, and Laennec’s cirrhosis 

Fndenberg, Percy H, New York City, Kaiser- 
Wilhelms-Universitat Medizmische Fakultat, Str ass- 
burg, Germany, 1891, specialist certified by the 
American Board of Ophthalmology, member of the 
American Ophthalmological Society, fellow of the 
American College of Surgeons, formerly on the 
staff of the Mount Sinai Hospital, New York Eye 
ind Ear Infirmary, Hospital for Joint Diseases, and 
the Jewish Memorial Hospital, writer of lyrics foi 
the Columbia College alma mater song, died in 
Nyack, N Y, June 2, aged 92 of coionary arterio¬ 
sclerosis 

Fntchen, Arthur Floyd ® Decorah, Iowa, Chicago 
College of Medicine and Surgery, 1916, member of 
the American Academy of General Practice and the 
Aero Medical Association, veteran of World Wars 
I and II, served as president of the Mississippi 
V dley Medical Association, died May 30, aged 65 

Gageby, Lenore Hamilton, Los Angeles, Woman’s 
Medicil College of Pennsylvania, Philadelphia, 
1901, served as physician for the citv schools, died 
in the Presbyterian Hospital-Olmsted Memonal 
June 12, aged 87, of congestive heart failure, ar¬ 
teriosclerosis, and aortitis 

Gavolio, Frank Joseph, Waltham, Mass, Tufts Col¬ 
lege Medical School, Boston, 1929, veteran of 
IVorld War II, died in the New England Baptist 
Hospital, Boston, June 11, aged 59, of diabetes and 
septicemia 

Ginsburg, Solomon Wiener ® New York City, born 
in New York City Dec 5, 1899, Columbia Univer¬ 
sity College of Physicians and Surgeons, New York 
City, 1924, specialist certified by the American 
Board of Psychiatry and Neurology, member of the 
American Psychosomatic Society and the American 
Psychiatric Associahon, past-president of the New 
York Society for Clinical Psychiatry, for many years 
on the teaching staff of his alma mater and the New 
York School of Social Work, served on the faculty 
of the Long Island College of Medicine m Brook¬ 
lyn, formerly member of the New York City Com¬ 
munity Health Board, at one time on the staffs of 
the Home for the Aged and Infirm Jews, Veterans 
Administration Hospital, Vanderbilt Clinic, Hillside 
Hospital, and the Mount Sinai Hospital, where he 
died July 2, aged 60, of congestive heart failure 

Gold, Ben)amin ® Shelby, N C, University of 
^lu-jland School of Medicine and College of Phy¬ 


sicians and Surgeons, Baltimore, 1920, veteran of 
World War I, died in Charlotte June 4, aged 66, 
of coronary occlusion 

Golden, Harry, Boston, Middlese\ College of Medi¬ 
cine and Surgery, Cambridge, 1920, served as 
urologist at the New England Medical Center, died 
June 14, aged 63, of coronary heart disease 

Graves, John Henry ® Philadelphia, Howard Uni¬ 
versity College of Medicine, Washington, D C, 
1936, on the staff of the Kensington Hospital, died 
June 12, aged 53, of a heart attack 

Green, Joseph Hughes ® Rochester, N Y , Univer¬ 
sity of Virginia School of Medicine, Charlottesi'ille, 
1916, specialist certified by the American Board of 
Radiology, Inc, member of the Amencan Roentgen 
Ray Society, Radiological Society of North Amer¬ 
ica, Inc, and the American College of Radiology, 
past-president of the Rochester Roentgen Ray So¬ 
ciety, served on the draft board during World 
War H, chief radiologist at Eastman Kodak Com¬ 
pany, associated with the Park Avenue Hospital, 
Strong Memorial Hospital, and the Highland Hos¬ 
pital, where he died May 21, aged 70 of carcinoma 
of the kidney 

Greenberg, Louis William, Brooklyn, George Wash¬ 
ington University School of Medicine, Washington, 
D C, 1931, died June 29, aged 53, of diabetes 

Hagan, Hugh Johnson, Roanoke, Va ' Johns Hop¬ 
kins University School of Medicine, Balbmore 
1914, fellow of the American College of Physicians, 
past-president of tlie Roanoke Academy of Medi¬ 
cine, veteran of World War I, associated with the 
Jefferson, Roanoke Memonal, and Burrell Me¬ 
morial hospitals, died June 16, aged 71, of cerebral 
vascular disease and pulmonary emphysema 

Hahutov, Dimitn ® East Orange, N J , Georg Au- 
gust-Universitat Medizmische Fakultat, Gottingen, 
Prussia, Germany, 1953, interned at Greenpomt 
Hospital in Brooklyn, sersmd a residency at the 
Sydenham Hospital in New York City, St Mar>'s 
Hospital, Passaic, Francis Delafield Hospital in 
New York, and the Roosevelt Hospital in New York 
City, a pathologist at the Veterans Administration 
Hospital, died May 15, aged 34, of injuries receii'ed 
in an automobile accident 

Hammond, Walter Charles ® Chicago, College of 
Physicians and Surgeons of Chicago, School of 
Medicine of the University of Illinois, 1911, felloss 
of the Amencan College of Surgeons, assistant pro¬ 
fessor of obstetncs and g>aiecology ementus at his 
alma mater, associated uatli the Ras'enswood Hos¬ 
pital, where he died June 13, aged 72, of carcinoma 
of the nght lung 

Hanej, Claude Leonard ® Duluth, Minn , Unner- 
sitv of Minnesota College of Medicine and Surgery 
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Minneapolis, 1906, vctci.in of Woild Wai I, foi- 
mei]y member of t)ie school board, seived on the 
staffs of St Maiys Hospital and St Lukes Hos¬ 
pital, wheie be died June 15 aged 80, of myocai- 
dial insufficienc}^, coionaiy scleiosis, and liypostatic 
pneumonia 

Ilaskel, Samuel Emil, White Plains, N Y, Umvei- 
sit\' of Veimont College of Medicine, Burlington, 
1936, veteian of World Wai II, fellow of the Amer¬ 
ican College of Smgeons, consultant, Dobbs Feny 
(N Y) Hospital, director of obstetiics, St Agnes 
Hospital, where he died July 2, aged 47, of coionaiy 
occlusion 

Havicc, Jay Frederick, Lake Lure, N C, Indiana 
University School of Mecheme, Indianapolis, 1924, 
veteran of Woild Wars I and II, died in the Duke 
Hospital, Dili ham, June 2.3, aged 64, of cardiac 
insufficiency 

Hartigan, William Edward, Bay Pines, Fla , Coiiicll 
Umveisit)' Medical College, New York Citv, 190S, 
veteian of World War I, died in the Veteiaiis Ad¬ 
ministration Centei June 19 aged 75, of heart 
disease 


Haussvirth, Louis ® New York City, Columbia Uni¬ 
versity College of Physicians and Surgeons, New 
Yoik City, 1896, member of the American College 
of Cardiology, seived on the staffs of the Mount 
Sinai and Sydenham hospitals m New York City 
and Sea View Hospital in Staten Island, and tlie 
Home foi Aged and Infiim Hebrews, associated 
with the Grand Central Hospital, died June 15, 
aged 85, of pyelonephritis, uremia, and carcinoma 
of the prostate 


Heain, William Oswell, Minneapolis, College of 
Physicians and Surgeons, Baltimoie, 1915, veteran 
of World War I, chief medical ofiBcei, Minnesota 
Soldieis’ Home, died May 22, aged 70, as the le- 
sult of being scalded from hot watei in a sliowei 
bath 


Hewson, Robert Jolm, Monioe, N Y, Long Island 
College Hospital, Brooklyn, 1928, also a graduate 
in pharmacy, member of the American Academy of 
General Piactice, past-piesident of the Orange 
County Medical Society, veteran of World Wars 
I and II, member of the staff of die Goshen (N Y) 
Hospital, where he died June 26, aged 59, of coro¬ 
nal y thiombosis 


Holmberg, Clara Edmunds ® Spiingfield, Ill, the 
Hahnemann Medical College and Hospital, Cbi- 
caeo 1903, served on the staff of St Johns Hos¬ 
pital,’ died June 8, aged 82, of coronary occlusion 

Kent, Leo John ® Tucson, Anz , Northwestein Uni¬ 
versity Medical School, Chicago, 1941, member of 
the Anieiican Rheumatism Association, veteran ot 
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World War II and was awarded the Purple Heart 
and the Distinguished Service Medal, presented 
witli an Award of Merit by Northwestern as one o{ 
the tivo alumni who contributed the most to the 
war effort, past-president of the Piwa County Med 
ical Society, died June 5, aged 46, of Hodgkin’s dis 
ease and coionary thrombosis 


Knox, Robert Arthur, Gianbmy, Texas, Jefferson 
Medical College, Pluladelphia, 1916, specialist cer 
tified by the American Boaid of Pediatrics, member 
of the American Academy of Pediatrics, fellow of 
the American College of Physicians, died June 9, 
aged 72, of coronary occlusion 


Kochin, Maunce Lawrence ® Chicago, Chicago 
Medical School, 1940, x^eteian of World War II, 
member of the American Academy of Genera] 
Practice, on the staff of the Belmont Hospital, died 
filly 5, aged 49, of coronary disease 


Kohl, Edmund Frank, New York City, Sclilesische- 
Fnedncli-WiJJielms Universitat Medizinisclie Fa- 
kultat, Breslau, Prussia, Germany, 1922, member of 
the American Academy of General Practice, died 
at Cupsaw Lake, N J, May 30, aged 65, of bron¬ 
chopneumonia and caicinoma of the left middle 
fingei 

Leachman, George Clifton ® Louisville, Ky, Ken¬ 
tucky School of Medicine, Louisnlle, 1896, felloxv 
of the American College of Suigeons, veteian of 
World War I, associated with the St Joseph In¬ 
firmary, Kentucky Baptist Hospital, and St An¬ 
thony’s Hospital, died June 26, aged 83, of cerebral 
thrombosis 


Lenski, Frank ® lola, Kan , Northwestein Univer¬ 
sity Medical School, Chicago, 1923, mewbei of the 
American Academy of General Practice, veteran of 
World War I, on tlie staff of the Allen County Hos¬ 
pital, died June 18, aged 64. of coronaiy occlusion 

Lmett, Joseph Morris ® Brooklyn, Columbia Uni¬ 
versity College of Physicians and Surgeons, New 
York City, 1917, veteran of World War I, specialist 
certified by the American Board of Obstetrics and 
Gynecology, fellow of the American College of 
Surgeons, on the staff of the Beth-El Hospital, 
xvhere he died June 18, aged 72, of caicinoma of 
the colon 


Lubchenko, Nicholas Eleasei ® Harnsbuig, N C 
North Carolina Medical College, Charlotte, 1915. 
membei of die American Academy of General Prac 
tice, died m the Presbyterian Hospital, Charlotte, 
May 22, aged 78, of chronic congestive heart failure 

and hypertension 


iczak, John Harry, Chicago, University of Illinois 
fflege of Medicine, Chicago, 1913, veteran of 
'Olid War I, foi many years on the staff ot bt 
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Mary of Nazareth Hospital, died July 1, aged 68, 
of coronary occlusion 

Lund, John Mayhue, Freeport, Ill, College of Phy¬ 
sicians and Surgeons of Chicago, School of Medi¬ 
cine of the University of Illinois, 1908, for many 
years practiced in Dixon, where he was associated 
With the Dixon Public Hospital, died June 19, aged 
79, of cancer of the esophagus 

McClintock, Thomas Henry ® Hempstead, N Y, 
Boston University School of Medicine, 1898, vet¬ 
eran of World War I, died June 25, aged 84, of left 
ventriculai failure 

McGuu-e, Joseph Hoshal, Dallas, Texas, Harvard 
Medical School, Boston, 1917, member of the Amer¬ 
ican Academy of Orthopaedic Surgeons, fellow of 
tlie American College of Surgeons, clinical asso¬ 
ciate professor of orthopedic surgery at the Uni¬ 
versity of Texas Southwestern Medical School, vet¬ 
eran of World War I, associated with St Paul, 
Baylor, Methodist, Parkland and Medical Arts hos¬ 
pitals, died June 10, aged 70, of cerebral hemor¬ 
rhage, arteriosclerosis, and hypertension 

McMillan, Mose McCarley, Gunto^vn, Miss , Uni¬ 
versity of Nashville (Tenn) Medical Depaitment, 
1899, died in the Caldwell Memonal Hospital m 
Baldwyn June 17, aged 83, of ceiebral hemorrhage 

Martin, William Joseph Jr ® Woicester, Mass, 
born in Albany, N Y, Jan 30, 1909, New York 
Medical College and Flower Hospital, New York 
City, 1937, interned at St Peter’s Hospital in Al¬ 
bany, N Y, certified by the National Board of 
Medical Examiners, specialist certified by the 
American Board of Anesthesiology, membei of the 
American Society of Anesthesiologists, past-presi¬ 
dent of the Massachusetts Society of Anesthesiolo¬ 
gists, veteran of World War II and held the Bronze 
Star Medal, associated with the Athol (Mass ) Hos¬ 
pital, Worcester County Sanatorium, and St Vin¬ 
cent Hospital, where he died June 20, aged 51, of 
coronary occlusion 

Mayhew, Royal Harrison, Palm Beach, Fla , Albany 
(N Y) Medical College, 1916, member of the 
American College of Chest Physicians, died June 
13, aged 72, of hypertensive cardiovascular disease 

Nelson, Roscoe Maughan ® Provo, Utah, Univer¬ 
sity of Utah College of Medicine, Salt Like City, 
1949, interned at the Highland-Alameda County 
Hospital in Oakland, Calif, served a lesidency at 
the Veterans Administration Hospital in Salt Lake 
City, veteran of World War II and while in tlie 
senace was awarded the Distinguished Flying 
Cross, the Distinguished Service Cross and six air 
medals, served on the faculty of his alma mater, 
associated with the Utah Valley Hospital, ^\here he 
died June 10, aged 43, of chionic pyelonephritas 


O’Cain, Edward Clanton ® Winona, Miss , Univer¬ 
sity of Tennessee College of Medicine, Memphis, 
Tenn, 1915, served as president of the North Cen¬ 
tral District Medical Society, formerly health of¬ 
ficer of Montgomery Connty, associated with the 
Tyler Holmes Memorial Hospital, where he died 
June 13, aged 74, of acute cardiac failure 

Patterson, Joseph Halford @ Broadway, N C, 
Medical College of Virginia, Richmond, 1932, in¬ 
terned at the Baroness Erlanger Hospital and the 
Pine Breeze Sanitarium m Chattanooga, Tenn, 
president of the Central Bank and Trust Company, 
past-president of the Broadway Lions Club, staff 
member of the Lee County Hospital in Sanford, 
died m the Duke Hospital, Durham, June 20, aged 
54, of cerebral hemorrhage 

Perloil, Roman Ruvm, New York City, Albertus- 
Universitat Medizinische Fakultat, Konigsberg, 
Prussia, Germany, 1926, member of the American 
College of Gastroenterology, veteran of World 
War II, died in the Mount Sinai Hospital Jnne 7, 
aged 62, of lymphosarcoma 

Perry, Rachel, New York City, University of Khar¬ 
kov Faculty of Medicine, Russia, 1914, died in the 
Montefiore Hospital June 21, aged 71, of myocar¬ 
dial infarction and hypertensive arteriosclerotic 
heart disease 

Prince, William Daniel, Stony Creek, Va, Univer¬ 
sity of Virginia School of Medicine, Charlottesville, 
1895, formerly member of the Virginia House of 
Delegates, judge of Sussex County Court more 
than 25 years, retiring in 1958, founder of the Bank 
of Southside Virginia, died in Westbrook Sana¬ 
torium, June 22, aged 87, of arteriosclerosis 

Ray, Alfred Chambers Jr, Ashland, Va , University 
of Virginia School of Medicine, Charlottesville, 
1930, veteran of World War II, house physician at 
the Randolph-Macon College, died in the Rich 
mond Memorial Hospital m Richmond June 24, 
aged 55, of pleural effusion and plenritis due to 
ruptured esophagus 

Reynolds, Henry Ernest, Boston, College of Phy¬ 
sicians and Surgeons, Boston, 1934, died in St 
Elizabeth s Hospital June 10, aged 74, of pulmonary 
embolism 

Riesberg, Hermams, Yankton, S D, Lah'ijas Uni- 
versitate Medicinas Fakultate, Riga, Latvia, 1927, 
associated Matli the Yankton State Hospital, died in 
the Sacred Heart Hospital June 13, aged 62, of 
coronary' occlusion 

Robertson, John W, Buckner, Mo , Missouri Med¬ 
ical College, St Louis, 1896, ser%'ed is a member 
of tlie school board and town council, died in 



' 192 


DEATHS 


N 


Noith Kansas City (Mo) xVIemorial Hospital June 
IS aged 89, of biondiopneumonia, encephalo- 
in«alacia and aitcnoscleiosis 

Robinson, John Marsliall Jr, Los Angeles. Univei- 
sity of California School of Medicine, San Fran¬ 
cisco, 192died in the Cedais of Lebanon Hospital 
Apiil 20, aged 5^, of caicinoma of the month with 
ceivical and pulmonary metastases 

Robinson, Rufus L, Rye, N Y , New Yorh Homeo¬ 
pathic Medical College and Hospital, New Yoik 
City, 1892, also a dentist, died Apiil 28, aged 91 
of aiteiioscleiosis and cerebral hemoiihage 

Rogers, Hal Thomas, Grenada, Miss , College of 
Phjsicians and Surgeons, MemiDhis, Tenn, 1907 
on the staff of the Grenada Hospital, where he died 
June 20, aged 77, of intestinal obstiiiction due to 
carcinoma of the colon 


Ryon, William A, Washington, D C, George 
Washington University School of Medicine, Wash¬ 
ington, 1928, veteran of World Wai II, died m the 
"Washington Sanitannm June 24, aged 54 

Schrnck, William Dunton, Phoemxville, Pa, Uni¬ 
versity of Pennsjdvania Department of Medicine 
Philadelphia, 1900, associated with the Phoemwille 
Hospital, died June 6, aged 86, of lobai pneumonia 

Thigpen, Rembert Hugo, Los Angeles, Umveisits 
of Georgia Medical Department, Augusta, 1904 
served on the faculty' of his alma mater, foi manv 
vears physician foi mining companies in Mexico 
and the United Verde Copper Mining Company m 
Jerome, Anz , died in the Good Samaritan Hospital 
June 24, aged 79, of benign piostatic hvpeitiophv 
diabetes, and uremia 


Thompson, Ralph Leroy, St Louis, boin m Lisbon, 
Me, m 1873, Harvard Medical School, Boston, 
1900, specialist certified by the American Board 
of Pathology, foimerly professor of pathology at 
St Louis UniversiW School of Medicme, the 
Butish Wai Office bestowed a silvei medal on him 
for his service with the British Aimy m Fiance 
dmmg World War I, seived as city hospital com¬ 
missioner, at one time director of the National 
Pathological Laboiatory, of which he was foundei, 
in 1918 member of the House of Delegates of 
the Ameiican Medical Association, foimerly treas- 
uiei and secietar^' of the Missouri State Medical 
Association, associated with St Maiys Gioup of 
Hospitals of St Louis Univeisity, Missouu Pa¬ 
cific Employes’ Hospital Association, and St Vin¬ 
cent’s Hospital, served as pathologist foi the 
Shiineis’ Hospital for Crippled foi many 

yeais editox of the Journal of the Mmouu Sta e 
Medical Association, died m St Jolms Hospital 
June 22, aged 86, of hepatoma of the hvei and 
acute gastric ulcei with hemorrhage 
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Thorp, Adam Tredwell, Rocky Mount, N C Uip 
versity of Pennsylvania School of Medicine. Hiila 
delphia, 1921, died in the Park View Hospital 
July 5, aged 66, of coronary occlusion 

Todd, Ralph Ten Broeck ® Tarry town, N Y, 
Columbia University College of Physicians and 
Smgeons, New York Cit)^, 1919, past-president of 
the M^estchester County Medical Society, member 
of the House of Delegates of the American Medical 
Association from 1947 to 1950, fellow of the Amen 
can College of Surgeons, on tlie staff and past 
president of the Phelps Memorial Hospital in North 
Tarrytowm, for many years physician to the Rocke¬ 
feller family, served on the editorial board of West 
chestei Medical Bulletin, died m the Tucson Medi 
cal Center m Tucson, Anz, July 9, aged 68, of 
arteriosclerotic heart disease 


Trotman, Frank Edward ® Mernll, Oie, Univer¬ 
sity of Oregon Medical School, Portland, 1930, 
associated mth Klamath Valley Hospital and the 
Hillside Hospital, KJamatli Falls, wheie he died 
June 30, aged 58, of acute mvocaidial infaiction 

Wallace, Raymond B, Cathedral City, Calif, Jef- 
feison Medical College of Philadelphia, 1924, in¬ 
terned at the Reading (Pa) Hospital, veteran of 
IVorld Wai I, died in the Loina Linda Sanitarium 
and Hospital in Loma Linda May 17 aged 64, of 
uiemia and chronic glomerulonephritis 

Warakomski, Alphonse Stanley, Wadesboro, N C 
Jefferson Medical College of Philadelphia, 1942, 
veteran of "World Wai II, died June 22, aged 44 

Werner, Louis, New York City, New Ytork Homeo¬ 
pathic Medical College and Flower Hospital, New 
Yoik City, 1916, died June 11, aged 69, of cardiac 
failuie due to calcific aortic stenosis 


Wetchler, Martin Spencer, New Yoik City, New 
York Medical College, Flou'er and Fifth Avenue 
Hospitals, New York City, 1948, interned at the 
Queens General Hospital in Jamaica, N Y , served 
vi lesidency at the New York Hospital in New 
York City, certified by the National Board of Medi¬ 
cal Examiners, died in St Barnabas Hospital July 8, 
aged 36, of terminal bronchopneumonia and mul- 
turle sclerosis 


Williams, Carhn Oilando ® Allentown, Pa, Tem¬ 
ple University' School of Medicine, Philadelphia, 
1935, during World War II served on local draft 
boards and was awarded the Selective Service 
Medal by Congress, a member of the staff ot 
Allentoxym Hospital, died July 6, aged 54, of 
aiterioscleiotic heart disease 


mg, Hiram O B, Gurnee, Ill, Rush M^edicai 
lege, Chicago, 1898, died rn jlie Lake Counff' 
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AFRICA 

Hypertension and Heart Disease —Shaper and Wil¬ 
liams in Uganda (Ti Roy Soc Trap Med 
Hijg 54 12, I960) found that m the period 1955 to 
1957, 712 inpatients or 10 per cent of all medical 
admissions were suffermg from disease of the car¬ 
diovascular system The major problems were 
hypertension, syphilitic aortitis, rheumatic heart 
disease, and endomyocardial fibrosis Coronan' 
heart disease, cor pulmonale, and thyiotoxicosis 
were virtually absent m this Abican population 

The hypertensne heart disease encoimtered in 
patients under the age of 40 was usually secondan' 
to renal disease, and although essential hyperten¬ 
sion was frequent m patients over 40, renal disease 
remained very common Syphilitic heart disease 
was much more common than m ^Vestem countries 
and accounted for about 12 pei cent of the cases 

Only 12 cases of rheumatic fever occurred m the 
present series, although chronic rheumatic heart 
disease formed 13 per cent of all admissions The 
clinical features of these mfectious conditions, and 
of the few cases of tubeiculous and p)Ogemc peri¬ 
carditis and endocarditis, were closely similar to the 
textbook descriptions m most lespects, but bacterial 
endocarditis complicated three cases of established 
mitral stenosis The condition known as endomyo¬ 
cardial fibrosis, of obscure etiology, was as common 
as rlieumahc heart disease, and new evidence sug¬ 
gested that these two conditions might be closelv 
related 

Only nine cases of aiteriosclerotic and degeneri- 
tive heart disease weie encountered, and none of 
these suffered clinically from anguia pectons oi 
myocardial infaiction Although coronal y heart dis¬ 
ease was extremely rare in the Afncan communitx', 
it was common after the fouith decade m the local 
Asian population, and dietarv fat and serum choles¬ 
terol levels also diflFered m irkedlv 

Nutrition and Disease of the Eyes —Little is know n 
about the etiology of much of the eye disease 
occurring m Africa It has long been thought that 
malnutrition played an impoitant role Support was 
given to this belief by a suivev made in Tanganyika 
'b' D S McLaren (J Trap Med 63 101, 1960) The 
study was based on a compaiison of the nutritional 
status md eye examinations of school childien in 
two areas Those in Mvumi, Cenhal Proxance, had 
ilMived through a severe famine from 1953 to 
1954, when thev were in the highly suseepbble age 
group of 1 to 6 On the othei hand, the children 
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living near Mwanza, on the shores of Lake Victon i, 
had at no time suffered from food shortage 

In both groups most children shoxved early 
water-cleft’ opacities m the peripherx' of the lens, 
but there was a significantly higher incidence in 
the children who had lived through the famine 
These changes did not oecur in European children 
who have lived most of then lives m Africa Refrac¬ 
tive errors were much more common m the famme 
aiea and consisted of mixed astigmatism, anisome- 
tiopia, axial ametropia, and a wide range of othei 
lefractive abeirations It was not possible to sav 
whethei malnutntion was responsible foi tlie 
marked differences in refiaction 

At Mxaimi a few school childien hid oculai 
signs of vitamm-A deficiencv, but there was little 
other evidence of aetive malnutrition Px'orrhea was 
common there but nuth little dental canes, the 
situation was reveised at Mwanza Fluorine con¬ 
centrations in the w ater supplies could account foi 
the diffeience in canes incidence Depigmentation 
of the hair, enlargement of the parohd glands, and 
lesions of the eomeis of the mouth weie common m 
both aieas Heights and xveights were lower and 
geneial appearance pooiei in the children of 
Mvumi 

Certain oculai signs commonlv used in nutii- 
tional surveys were recorded, and it was concluded 
that none of them, including xerosis comeae, could 
be regarded as a reliable sign of a specific de¬ 
ficiency, apart from the advanced conjunctival and 
comeal changes of vitamm-A deficiency Examina¬ 
tion of more than 2,000 of the general population 
at Mvumi levealed the prevalence of ocular disease 
there About 50 per cent had some evidence of eve 
trouble Keratomalacia, due to vitamm-A deficiencv 
and purulent conjunctivitis were both responsible 
foi much blindness m infancy Trachoma, while 
widelv prevalent, tended to regress spontaneousK' 
in many instances and rarely caused total blindness 
Cataract xvas common in the middle-aged, and its 
onset, earlier than m the M^est, was thouglit to be 
related to the early development of w’ater-cleft” 
opacities 

AUSTRIA 

Fibrinolysis Induced b> Drugs-At the meeting of 
the Societx of Physicians in Vienna on June 17, E 
Deutsch stated that fibrmolxtic therapy aims at 
dissolving recent thrombi Animal expenments hax e 
shown that this is possible xvith thrombi that are 
not more tlian tliree davs old The indirect fibnno- 
l>tics in the order of decreasing actixits' include 
pxTOgens, nicotinic acid, nicotinic acid amide. 
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electioshock, epineplnine, and acetylcholine In 
VIVO these cause the hbeiation of an activator 
which activates the fibiinolytic feiment The efiFect 
IS limited, exhaustible, and associated with unde- 
snable side eftccts The diiect fibiinolytics include 
stieptokinase, uiokinase, and the fibiinolytic fer¬ 
ment itself It IS not vet possible to concentiate 
the laltei to such an extent that it can be applied 
in a theiapeuticallv active amount 

Stieptokinase is available in a highly punfied 
foim and can be used foi theiapv The dosage has 
to be detei mined mdn'iduallv, since each patient’s 
blood contains a different amount of anti streptoki¬ 
nase The lecjuiied dosage can be detei mined with 
the aid of the stieptokmase-iesistance test The 
calculated amount mav be injected within 10 to 20 
minutes, then two-thiids of the calculated dose pei 
houi mav be infused for manv houis The tieat- 
ment is conti oiled with the aid of the euglobulin- 
Ivsc time and the thiombin time Dining this 
theiapv, fiee activatoi and fiee fibimolvsin may be 
found in the blood With too laige a dose, the 
profibimolysin may be used up, but this does not 
make the theiapv inefi^ective since the thioinbus 
alwavs contains huge amounts of adsoibed pro- 
fibi inolvsin 

As side effects, a temporcuv ieduction of fibiino- 
gen and of factors V and VIII mav occiii, an anti- 
thrombin mav be foimed, and in the following days 
the immune antistreptokinase may be incieased 
The piepaiations which have been declaied as 
human fibimolvsin and which have been available 
so fai contain onlv small amounts of fibimolvsin 
Their slight efiFect mav be ti aced back to the activa¬ 
toi which IS contained in the piepaiations The 
fibiinolytic therapy should always be followed im¬ 
mediately bv anticoagulant tieatment in oidei to 
maintain the success It is indicated in patients with 
recent arterial or venous thiombosis and in those 
with pulmonarv embolism 


CANADA 

Bisacodyl m Radiologj' —Bisacodyl was used as 
loutine pieparation foi barium enema in 500 con- 
seeutive patients by Raymond and co-woikers 
{Canad M A J 82 1077, 1960) Its eflFectiveness 
was assessed in teims of the amount of lesidue left 
in the colon and the excellence of the outline of the 
mucosal pattern thioughout Combination of the 
gioups in which evacuation was either excellent, 
good or satisfactoiy yielded a geneially satisfactory 
l ate of 96 pei cent The lesults obtained were com¬ 
pared with those from 60 cc of castor oil and 
enemas Greatei and moie consistent efiFectiveness 
of bisacodyl was readily appaient 

Bisacodyl was also used as a pieparing agent m 
125 consecutive patients destined foi intiavenous 
pyelography Marked impiovement in the prepa- 


LETTERS 


jama. Sept 10, 


lation of the patient was noted Intestinal gas and 
fecal matter were greatly reduced By the^use nf 
bisacodyl, re-examinations because of inadeninfp 
preparation were reduced to a minimuni, tb 
Jength of hospital stay shortened, the announ. 
procedure of an enema eliminated, and no local or 
systemic reactions were observed There was a 
gieat saving of woik and time for the hospital 
personnel 


Diphenylthiocarbazone for Prostatic Carcinoma- 
Diphenylthiocarbazone, with its strong affinit)- for 
zinc, IS known to be a useful chelating agent Pros 
tatic function, m terms of prostatic fluid output, 
zinc concentration, Zn®^ uptake, and histological 
appearance, can be deeply suppiessed by adminis 
tiation of this compound 
Mei-Chiau Lo {Canad M A J 821203, 1960 
gave this compound to ten patients who had car 
cmoma of the prostate, with and without metas 
tases Two patients with metastases died, one fron 
lenal failure Improvement of uiinaiy symptom 
was observed m most patients Reduction in sizi 
and consistency of the prostate was achieved ii 
most patients Complete relief of pain due t( 
osseous metastases was observed m the three pa 
tients who had this complication Body weight am 
appietite weie maintained at normal levels or im 
pioved No majoi toxic efiFect from the drug wa 
observed Histological evaluation of the prostatf 
aftei use of diphenylthiocarbazone revealed a van 
able degree of degeneration and atrophy of neo 
plastic tissue All survivmg patients were followec 
up m the outpatient department No clinical evi 
deuce of recurrence was noted seven months aftei 
ti eatment 


Renal Ischemia —A leview was made by LeFebvre 
and Genest (Canad M A J 82 1249, 1960) of the 
lenal vasculai and parenchymal lesions of 71 
hypei tensive patients on whose bodies an autopsy 
was performed and of eight hypertensive patients 
who underwent unilateial nephrectomy for relief ol 
hypertension Particular attention was given tc 
ischemic tubular atrophy This type of atrophy is 
characterized by ciowded normal glomeruli sepa 
lated by small shrunken, but viable, tubules lined 
witli small cuboidal epithelial cells often with cleai 
cytoplasm Occlusive vascular lesions of the various 
types of intiaienal vessels were also recorded and 


led as to severity 

be study levealed that in 51 of the 79 patients 
e were lesions of ischemic tubular atrophy A 
3 correlation was found beUveen the degree o 
condition and the amount of renal vascular 
rosis, the seventy of hypertension, the depee o 
lopathy, the extent of decrease m renal tunc 
and reduction m weight of the ^'idneys 
rom these findings, it was concluded M 
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ciated wth artenal hj'pertension It was also ob¬ 
served that when hypertension was renal in ongm, 
ischemic tubular atrophy was present to a significant 
degree in all patients, whereas it was widely pres¬ 
ent in only one-third of those with essential hyper¬ 
tension Pyelonephritis was also associated ivith 
ischemic tubular atrophy in 62 per cent of the 
patients Of 18 patients with mahgnant hyperten¬ 
sion, 14 had pathological findings of pyelonephntis 
No evidence of a pathogenetic role for lesions of 
ischemic tubular atrophy in hypertension was 
found The significance of their great frequency in 
hypertensives remains to be ei'aluated 


GERMANY 

To\ic Thyroid Adenoma —At the nieetmg of the 
German Society of Internal Medicme at Wiesbaden 
in Apnl, W Horst and co-workers of Hamburg 
diagnosed to\ic adenoma of the thyroid m 35 pa¬ 
tients, 30 women and 5 men, by scmtigraphy after 
administration of radio-iodme (I"”) Scmtigraphy 
allowed the so called decompensated toxic adeno¬ 
mas to he differenbated from (1) nodes that do not 
take up lodme (parenchymatous adenomas, colloid 
cysts, and degenerative foci associated witli hyper¬ 
thyroidism), (2) globular diffuse nodes with thyroid 
hyperfunction, and (3) unilateral thyroid gland witli 
hyperfunction 

Tlie so called compensated toxic adenoma can be 
differentiated by scintigraphy from non-toxic nodu¬ 
lar hyperplasia, smce the uptake of 1'“' is equallv 
reduced in the latter case m both the adenoma node 
and the adjacent parenchyma Unlike thyrotoxicosis, 
cardiac symptoms, in addition to general nervous¬ 
ness, predommated over other thyrotoxic symptoms 
About one third of the patients had onlv cardiac 
symptoms, and these were associated witli constipa¬ 
tion and a feelmg of cold Ocular symptoms were 
not found m any of the patients in tins series 

Of the 35 patients, 6 were operated on and 
29 were treated with I'^' The was effective 
only in large doses Clmical and scintigraphic 
cure (normal thyroid scintigram witli adenoma 
scar) was achieved in all patients given 35,000 
to 60,000 rep, 20,000 to 35,000 rep effected clinical 
cure, but one-half of die patients given tins dose 
still had scintigraphic evidence of a residual 
adenoma Of the four patients given less than 
20,000 rep, one was clmically cured, and three 
were improved, but all still had scintigraphic evi¬ 
dence of persisting toxic adenoma and had to be 
treated a second time 

Amebic Liver Abscess —Cook-Sup So {Deutsche 
med Wchnschr 84 871, 1959) reported from Korea 
a senes of 11 patients with amebic abscess, two imtli 
pleural and two Math dermal amebiasis All those 
"itli hver abscess and one wath pleural and one 


M'lth dermal amebiasis w'ere cured, one wath pleural 
and one Math dermal amebiasis died from circula- 
torx' collapse and cacbexia The foUoM'mg treatment 
M'as used The liver abscess, unless perforated, M'as 
punctured and M'asbed with chloroquine diphos¬ 
phate solution (0 2 Cm in 20 ml of saline solution) 
Some patients required several punctures and 
lavages In one patient a total of 4,150 ml of thick 
dark broMai pus M'as evacuated Puncture of lii'ei 
abscess is contraindicated M'hen the abscess is situ¬ 
ated in the epigastrium or the left hepatic lobe or 
M'hen the amount of pus is too large to be removed 
by puncture treatment For general treatment the 
author recommended administration of a comjiound 
(Resotren) which combines the effect of chloroquine 
(mainly extramtestmal) and chmiofon (chieflv intra- 
intestinal) Tm'o courses of this and, according to 
die lesponse, additional chloroquine should normal- 
Iv be given 

Uterine Bleeding—Foukas {Zeniralbl Gyiuik 81 
1082, 1959) tried the effect of vitamin Bp in 50 
patients with uterme bleedmg, mcluding 5 M'lth 
juvenile metrorrhagia, m order to mfluence the hor¬ 
monal dysfunction of hypophysis and ovary He 
gave 40 mg by mouth two or three times daily or 
one or txvo intramuscular mjections of 100 mg and 
succeeded in arresting bleeding M'ldiin five to ten 
days in 49 of the patients The one patient M'ho did 
not respond was found to have carcinoma Utenne 
scrapmgs and exammation of vagmal smears mdi- 
cated that vitamm Bp, mhibited the follicuhn effect, 
and tlus sufficed to arrest the bleeding The author 
then used the vitamms in a larger series of patients 
with menorrhagia and achieved a shortenmg of the 
duration and mtensity of bleeding even in those 
resistant to previous treatments The bleeding-free 
period M'as 15 to 25 davs m most patients and in 
some even longer and xvas folloM'ed again bv nor¬ 
mal menstrual cycles The advantages of x'ltamm Bp 
treatment are that it is easy and economical and 
promptly arrests tlie hemorrhage, an effect M'luch 
previously M'as achieved only with large doses of 
corpus luteum or male sex hormones 

Leukemia After Polycythemia —At the same meet¬ 
ing H Wolfers and G Steelier, of Cologne, stated 
that leukemia occurrmg m the course of polvcvthe- 
mia x'era does not generally differ m its clinical 
manifestations and morphologv from other forms of 
leukemia Pathogeneticallv, hoM'ever, three groups 
can be distinguished 

1 Careful obserx'ation of tlie course of polvcv- 
themia shoMs that, if untreated, leukemia exen- 
tually develops The characteristic of this group 
of untreated pibents Mith poKcxthemia is a 
sIomK increasing leukocyte count, Mith a shift 
to the left, extramedullar)' blood formation, and 
marroM' findings tx’pical of chronic granuloc} he 
leukemia The occurrence of acute leukemia after 
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imtieated polycythemia has been veibally lepoited 
seveial times but has not been described m the 
liteiatiue 

2 After the intieduction of viay treatment of 
polvcvthemia, the leukemia late mcieased fiom 
10 to 25%, llius appioMinating the usual leukemia- 
pioducmg lole of viavs The latent periods lange 
from several months to more than ten yeais and 
also coiiespond to those similarly irradiated dis¬ 
eases The clinical and jiostmortem findings also 
coiiespond in most cases to those of chronic gianu- 
locvtic leukemia Typical acute leukemia also oc¬ 
curs, although less frequently, and it is often 
pieccded by some special findings in the white 
blood cells 

3 The leukemia rate in patients heated with 
ladioactive phosphorus (P'"') cannot yet be de¬ 
termined, since survival for 20 vears is not rare 
Seveial authors have observed an increase in the 
late of acute leukemia, as against chronic gianulo- 
cvtic leukemia Acute leukemia, unlike the chionic 
foim, occurs suddenly and without previous indi¬ 
cations in the white blood cells and has a shoitei 
latent peiiod The shorter latent ireiiod may be due 
to the more intensive local irradiation oi the chemi¬ 
cal cytostatic effect of P“- or both These mecha¬ 
nisms aie probably also the cause of the desirable, 
more intensive effect as compared with viavs 


Hepatic Cirrhosis and the Menopause—Martini 
and Dolle of Hamburg {Khn Wchnsclu 3813, 
1960) stated that women m the menopause may 
develop a form of cinhosis which is marked by 
chaiacteristic features This idiopathic curhosis 
was observed m ten women in tire menopause The 
reason for admission was icterus, this was wrongly 
diagnosed in eight cases as acute laral hepatitis, 
but the histological pattern of postnecrotic livei 
cirrhosis was already developed at that time The 
case histones showed that previous hepatitis could 
be excluded as the cause of the liver disease The 
specific symptoms were preceded by non-chaiacter¬ 
istic geneial symptoms and aithralgias for several 
months The patients had a characteristic mottled 
skin pigmentation, and liemoiihagic diathesis was 
inaiked Total seium protein content, especially 
gamma globulin, was mcieased All but one woman 
had splenomegaly m addition to hepatomegaly, 
while hematological evidence of hypeisplenism 
nas absent Prednisone effected impressive and 
iiersistent improvement in the general condition, 
appetite, and weight of all patients Results of 
serum piotem and liver function tests markedly 
improved and in some patients returned to noimal 


Staphylococcus Infection m Hospitals -H Gopel 
of Berlin (CInrwg 30 529,1959) stated that lesistan 
pathogenic staphylococci are ubiquitous hospita 
contaminants and the most frequent source of 
wound infections Reseivoirs are thought ^ be the 
nasopharynx of personnel and patients, blankets, 
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and math esses The most important convector k 
the an, not only in the sickTooms but also in tli^ 
opeiating looms 

The surgical departments of three large Berlin 
hospitals (A, B, and C) were examined A has a neu 
31-square-metei operating room, with pressure air 
conditioning, B is a renovated old building with a 
53-square-meter operating room, and C has aii 
old 74-squai e-meter operating room While the 
increase in the number of pathogens in the course 
of a day was practically the same in all three hos 
pitals, total numbers varied greatly For example, 
C was more heavily infested at the beginnmgofthe 
study than A at the end of the five-hour schedule 
An essential factor may be the number of persons 
present m oi passing through the operating rooms 
(m A, 70 hmes an hour and in C, 400 times an 
hour) Air-conditiomng m A (six to eight changes 
of air volume in an hour) was not capable of pre 
venting an increase m the number of pathogens A 
particular feature m B and C was the increasing, 
macioscopicaJlv visible dust collection on all plates 
during the moniing’s schedule The number of 
Stapliylococcus aureus hemolyticus organisms in 
the air was relatively low, and it was theiefore 
concluded that wound infections were acquired 
fiom blankets and mattiesses lathei than from air 
contamination 

A sudden change in tire air flora in an operating 
loom (occunence of pathogens) may nevertheless 
have catastropliic results, as leports from other 
countries show The occunence of pathogens in an 
operating lOom is at least a source of danger As 
long as atmospheric conditions me not optimal in 
an opeiating room, it is not sufiicient to equip it 
with even the most modem apparatus An open 
instiument case will become contaminated after 
only a slioit while 


IDIA 

dimentation Rate Changes in Obstetrics and 
^^necology —Dhall and Tane]a (J Obsf <t Gijnec 
dta 10 435 [June] 1960) studied the changes in 
dimentation late m 329 women on whom 634 
dimentation tests were performed Of tliese 
amen, 194 had normal pregnancies, in 58 there 
as a disease complicating the pregnancy, and 77 
eie not pregnant but had some gynecologic dis 
ise In noimal pregnancy the rate was increased 
'en during the second month of pregnancy There 
as no appieciable change in the next two months, 
ter winch the rate started rising gradually anO 
■ached its peak m the seventh month, after that 
leie was a slight fall It remained steady dunne 
le last three months of gestation 
Among pregnant women with associated disc, 
le rate^was increased m those with anteparluj 
emorrhage from placenta previa, heart disw - 

, , m wAro accompanied b\ 
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secondaty anemia Patients with pre-eclampsia did 
not show any significant alterahon, but a definite 
elevation was seen in tliose with eclampsia The 
autliors conclude that any unexplained elevation of 
sedimentation rate durmg pregnancy should war¬ 
rant a search for some associated disorder During 
the puerperium the rate showed a nse until the 
seventh day after which it declined 
Of those with gynecologic diseases the highest 
levels were associated with acute pelvic mflamma- 
tions An elevation was seen in patients with 
benign and mahgnant ovanan tumors, ectopic 
pregnancy, pyometra, hydatidiforai mole, tubercu¬ 
lous endometntis, and retroverted uterus apart 
from inflammation The more acute and wide¬ 
spread the pelvic inflammation, the higher the rate 
A persistently high readmg m the absence of a high 
leukocyte count and elevated body temperature 
indicated persistent active mfection, and repeated 
estimations of the sedimentation rate would be the 
best guide for assessing the time for operation and 
the prognosis 


Corticosteroids for Cor Pulmonale —Datey and 
Shah observed the eflFectiveness of corticosteroids 
given for a short term to eight patients with con¬ 
gestive cardiac failure secondary to clu-onic cor 
pulmonale and found that tlie results were impres¬ 
sive (7 A Physicians India 8 237 [May] 1960) All 
the patients were men, and all had generalized 
anasarca After a prelimmary period of tliree to 
seven days of bed rest, low-salt diet, antibiotics, 
and, in five cases, digitalis therapy, steroids were 
given when any further improvement seemed un¬ 
likely The steroid therapy consisted of 20 to 40 mg 
of prednisone daily, given orally to tliree patients 
for three or four days, and then the dosage was 
gradually reduced, the total duration of therapy 
was 7 to 11 days The other five were given 12 mg 
of triamcinolone daily by mouth for tsvo to five 
days and then 6 mg daily for a total penod of tliree 
to eight days A dramatic improvement was noted 
m dyspnea, edema, and bronchospasm together 
with mcreased diuresis and loss of weight Three 
pahents were given one mjection of Esidron, a 
mercurial theophyllme preparation, before the 
steroid tlierapy was started, and one injection was 
given after the steroid therapy was started as no 
diuresis was produced mitially, but die duration of 
diuresis and loss of weight which was spread over 
6 to 11 days could not be attributed to this smgle 
mercurial mjection The unnary output and urman' 
excrehon of sodium increased xvhile potassium loss 
showed only a shght mcrease Thus, the mean 
sodium loss was 4 3 times, the mean potassium loss 
15 times, and the mean clilonde loss 4 2 times 
greater than die initial figures, and the quantiti^ of 
uiwe excreted xvas 3 times more than before No 
difference m effechveness was noted between 
prednisone and tnamcmolone The patients shoxved 
both subjective and objective improvement, and 


the authors concluded that the corticosteroids hax e 
no deleterious action m pahents with congestive 
cardiac failure with chronic cor pulmonale 

Anhbactenal Agents for Cor Pulmonale —Shah and 
Shah stressed the importance of prompt treatment 
of respiratory mfechon xvith specific anhbactenal 
agents m pahents with chronic cor pulmonale, 
whether the mfechon is latent or obvious (J A 
Physicians India 8 247 [May] 1960) Anhbactenal 
treatment is important in this condition, because 
respiratory tract mfechon serves to precipitate right 
heart failure m chronic pulmonary disease by pro- 
ducmg acute anoxemia To determine the effective¬ 
ness of these drugs, 116 pahents xvidi chronic cor 
pulmonale were given such anhbactenal agents as 
pemcillm and streptomycm, and the results were 
compared with those m an equal number of similar 
pahents treated without anhbactenal agents All 
were also given the standard treatment of bed rest, 
low sodium intake, diurehcs, bronchodilators, digi¬ 
talis, and, if necessary, oxygen The death rate m 
the group receiving anhbiotics was 10 3 per cent 
compared with 20 7 per cent m the control group 

Barium Carbonate Poisoning—Kunwar and Nath 
{Current M Pract 4 234 [May] 1960) reported 11 
cases of poisonmg that occurred xvhen rodent poi¬ 
son contammg barium carbonate was inadvertently 
mixed with flour One pahent died as a result of 
respiratory paralysis The taste of food was un¬ 
altered, and symptoms started about half an hour 
after the meal These symptoms consisted of giddi¬ 
ness, nausea, vomihng, abdommal pain, headache, 
and generahzed weakness Treatment was sympto¬ 
matic, as the identity of the poison was not knoxvn 
at first The authors suggest that barium carbonate, 
which IS a white powder, should be colored until a 
dye to prevent such accidents 

Alkahne Phosphatase and Prostatic Disease —D B 
Sen {Indian J Surg 22 129 [April] 1960) stated that 
the lustochemical changes regarding alkahne phos¬ 
phatase activity can be used as a reliable diagnostic 
mdex in patients xvith prostatic cancer Tlie author 
studied five prostates one normal to serx'e as a 
control, one xvith benign hypertrophy, one xvith 
benign hj'pertrophy and prostatic calculi, one xvith 
chronic interstihal prostatitis, and one xxnth adeno- 
carcmoma The normal prostate shoxved more or 
less uniform alkahne phosphatase activitv through¬ 
out the section, the nuclei in both the glandular 
and the fibromuscular tissue shoxved greater activitx 
than the c>i:oplasm, and the nucleoli, especially in 
the glandular cells, shoxved greater actixnty than the 
nuclei The sections m all the other pathological 
prostates, except the mahgnant one, shoxved a differ¬ 
ential pattern of precipitation of alkalme phos¬ 
phatase, xvhile the mahgnant prostate shoxxed 
homogeneous precipitation In nonmahgnant pros¬ 
tates the glandular epithelium shoxxed greater 
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enzymatic activity than the stioma This was always 
higher in the nucleus than in the cytoplasm The 
section of malignant prostate showed a conspicuous 
absence of any diffeiential precipitation m the 
glandular as well as in the fibromuscular tissue, and 
the diffeiential pattern seen in normal and *non- 
mahgnant pi estates was lost In the glandular tissue 
tlie differentiating pattern of cytoplasm, nucleus, 
and nucleolus was also not clearly seen, the appear¬ 
ance in this tissue as well as in the stroma was 
homogeneous The author advised a biopsy of the 
prostate bi' the transurethral route in all doubtful 
cases 
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mother-has been found The search for such net 
sons may prove more fascinating than looWfoi 
four-leafed clovers ^ 


i>uwoorn aaoies ■ 


-ivewDorn babies in Sweden now 
weigh on an average 150 Gm (53 oz) more and 
are 0 5 cm (01965 in) longer than babies born 40 
to 50 years ago, according to an investigation made 
by the Swedish Board of Health The study m 
eluded 42,000 boys and 40,000 girls, their average 
weight was 3,568 Gm (7 lb 12 oz) and 3,442 Gm 
(7 lb 6 oz), respectively 


Ileocecal Tuberculosis-Rao and Sarma (Current 
A/ Preef 4 229 [May] 1960) reported successful 
results m si\ patients who had ileocecal tuberculo¬ 
sis They used side-to-side isoperistaltic ileotrans- 
verse colostomy without a subsequent right hemi¬ 
colectomy Preoperative treatment was given only 
to improve the general condition and not as an 
attempt to cure by specific antituberculosis treat¬ 
ment Operation was performed after three to eight 
weeks of general treatment with streptomycin and 
isoniazid All patients showed a gam in weight and 
a dramatic improvement m general health The 
abdominal mass subsided completely The authors 
concluded that after adequate preoperative treat¬ 
ment, ileotransverse colostomy, which bypasses tlie 
obstruction effectively, is the most appropiiate 
treatment for ileocecal tuberculosis 

Malaria Control—Accordmg to tlie Phatmactsf, 
May, 1960, by the end of the first Five-Year Plan 
in 1958, the National Malaria Contiol Program had 
cut the morbidity from malaria in half, large Pacts 
of fertile land weie made cultivable in vanous 
parts of the country, greater manpower was avail¬ 
able to tend agricultural operations, thus benefihng 
both the land o^vners and laborers A DDT manu¬ 
facturing plant was established at Delhi, and stand¬ 
ard spraying equipment, which had to be imported 
at the begmmng of the piogram, was produced m 
India after two years By 1959-1960, some parts of 
the country had reached the stage of passive sur¬ 
veillance The objective of the program is to achieve 
complete eradication of malaria by the end of the 
third Five-Year Plan 


SWEDEN 

Baby Has 69 Chromosomes.-A one-year-old boy, 
who was brought to the Uppsala University Med¬ 
ical InstiPite for Genetics for study of an unknown 
disease entailing certain deficiencies, was found to 
have 69 chromosomes instead of the normal 46 It 
the discovery is verified, it means tliat tlie first hu- 
man bemg w,* a triple set of chiomosomes-flie 
progeny normally gets 23 each from father and 


UNITED KimVOM 

Health Costs Rising.-Mi Walker-Smith, who lia- 
lesigned as Minister of Health, has called on everj 
cihzen to play his part in the campaign for bettei 
health He said in his annual report that, to achievi 
success, the National Health Service (NHS) need 
the active co-operation of the people for whom i 
IS piovided and by whom it is financed The cost o 
the service in England and Wales rose to $1,879, 
000,000 m 1959, $126,000,000 more than in 1958 
In the service’s second decade there will be in 
creasing emphasis on prevenPve measures Then 
will be more care \vithin tlie community for th( 
mentally ill and the aged Segregation of the men 
tally sick must end Older people, too, are liappiei 
m their own homes, with their personal treasure! 
around them They must be helped to stay there ai 
long as possible After tins, residential homes 
winch would maintain their links with the com 
munity, must be provided 
At the end of 1959, 476,000 patients were waiting 
to enter hospitals It was the biggest waiting lisi 
since 1953 and was 33,000 more than in 1958 The 
number of mental hospital patients continued tc 
decline In the future some of their beds could be 
used for other purposes Others would probably 
have to be dispensed \vith because they were anti¬ 
quated Patients, through payments for dentures 
spectacles, drugs, and other items, contributed $9C 
million towards the cost of the NHS 

New Tranquilizer -The makers of the new drug, 
chlordiazepo\ide hydrochloride, which literally can 
make a lion he down with a lamb, seriously warn 
that It should be taken only on a physician's advice 
The firm has already applied for the drug to be 
restricted to medical prescription, but until legda 
tion takes effect, the drug is on sale to the public 
The firm’s clinical director, however, said that an 
overdose, causing drowsiness and muscular inco¬ 
ordination, could lead to accidents, especially on 
the road The drug is claimed to be both a sedative 
and a stimulant m effect and espeaally goo m 
treatment of anxiety and tension states, mental ms 
orders, and alcoholism 
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EPIGLOTTITIS 

To the Editor -In The Journal, July 2, page 990, 
there is an interesting article by Dr Roy R Vetto 
titled, “Epiglottitis ” Although much space was 
allotted to the subject of treatment, the simplest 
and most effective form of therapy was not men¬ 
tioned Multiple puncture of the edematous epi¬ 
glottis, performed \vith direct laryngoscopy or a 
metal tongue depressor, was used m the early days 
of laryngology and is still a life-saving procedure 
Mervin C Mverson, M D 
436 N Rovbury Dr 
Reverly Hills, Calif 

OBESITY AND CALORIC BOOKKEEPING 

To the Editor —The prevailmg dommance of psy¬ 
chiatry and psychology over the whole field of 
medicine is bound to create certain one-sided atti¬ 
tudes Thus the view is held that obesity is merely 
a question of overeating, emotionally conditioned 
and medicinally controlled only with neghgible 
success Accordmg to the recent editonal m The 
Journal, July 9, page 1141, only 2% of treated pa¬ 
tients “mamtam a significant weight loss for as 
long as two years” Moreover, on page 1131, Dr 
Modell’s article estimates that in only 10% of all 
cases of obesity do genetic, glandular, or other 
causes play a role The same paper calls the use of 
salt restnction or diuretics meaningless and sense¬ 
less 

These statements are in stark contrast to my ex- 
penence with successfully treated patients during 
the past 30 years It is a commonly ignored fact 
tliat not all obese people are hyperphagic, quite 
a few are euphagic or even hypophagic Obviously, 
ps)'chotherapy directed at restricting food intake 
would be of no benefit to the hypophagic, who 
maintains his excessive weight by economies es- 
tabhshed m the field of intermediary metabohsm 
(M A Goldzieher and J W Goldzieher Am J 
Digest Dis 19 69 [March] 1952) It is equally 
fallacious to disregard water retention as a common 
cause of obesity The excess weight does not rep¬ 
resent merely stored water but may relate to the 
interference with fat metabohsm in water-logged 
tissues Another factor disregarded by tlie orthodox 
IS the difficulty of mobilizing fat from some of its 
depots Endocrine mfluences, such as those of the 
tlijTOid, pituitary growth hormone, ACTH, or cer¬ 
tain steroids, mobilize fat and make it available for 
metabolic utilization 

The large number of patients whose weight was 
successfully reduced and maintained with only 


minor fluctuations over many years consbtutes 
weighty evidence agamst the nihihsm which is 
satisfied to equate the comphcated problem of 
obesity with one of calonc bookkeeping 

Max a Goldzieher, M D 
104 E 40 St 
New York 16 

DIAGNOSIS OF BREAST CANCER 

To the Editor —I wish to comment on the article 
“Validity of Pathological Diagnosis of Breast Can¬ 
cer” by Linden and others m The Jotonal, May 14, 
page 143 The first point concerns the five-year 
survival rate of those registered behveen 1942 and 
1948 Of the histologically examined breast cancer 
patients 48 3% survived, while only 18 9% of those 
without histological examination survived The lat¬ 
ter group was, according to table 7, in a worse 
condition, whether the cases were still localized or 
had regional metastases or distant metastases or 
were not classified by stage As the total of patients 
was about 1,550 and their over-all five-year survival 
rate 44%, I assume that the survival rates for the 
two previously mentioned groups of cases were 
48 3 ± 14 and 18 9 ± 2 7% respectively 

There must have been a reason for this statisti¬ 
cally high significant difference MQiat xvas the crite¬ 
rion accordmg to which a patient with cancer was 
or was not histologically exammed? Knowing this, 
we might comprehend a survival rate as low as 
189% On the other hand, reliability of cancer 
histology IS never 100% In this respect, tlie breast 
is not a unicum This probably xvas the tenor of Dr 
Garland s cnbcism (see the arbcle) I doubt xvheth- 
er the report published in The Journal is a satis¬ 
factory ansxver to it The tliree reviewing patholo¬ 
gists rejected the original histological cancer diag¬ 
nosis first in about 10% and finally m 5 2% of the 
reexammed cases This correction would dimmish 
the survival rate from 48 3 to 45 4%, an insignificant 
reduction Hoxvever, m some reconfirmed cases only 
bvo of the three reviewers were in agreement, 
xvhile one dissented In how many cases x\ as there 
such a disagreement? Were they frequent enougli 
to bp the scale unduly in favor of an arbficial and 
excessively high survival rate and to widen tlie gap 
beUveen the two mam groups of cases? Would 
not a review of the cases xxath the 2 1 verdict be 
mdicated? 

The Gahfomia Tumor Registrj' ‘ receives abstracts 
of 17,000 cancer cases per ) ear, an esbmated one- 
third of the cancer cases newly diagnosed in the 
state each year ” I quesbon the x'ahditj of this esti- 
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mate, not only foi tlje 1940’s but also foi the 1950 s 
In t))e 1950 s, accoiding to tlie official moitahty sta¬ 
tistics, cancel deaths in California lose from 14,862 
m 1950 to 17,088 in 1953 and to 19,370 m 1956 
There is quite a jump from any of these values to 
11,000 X 3 ( = 51,000) If coirect, the latter value 
implies a suivival rate of about 60% foi the sum 
total of all cancer patients, although even patients 
with breast cancers have a survival of not moie 
than 44% The basis for the 51,000 estimate is the 
number of hospitals leporting to the California Reg- 
istr}' For an estimate it seems a solid basis, but why 
is the estimate neveitheless too high? 

SlGlSMUND PcLLCa Vf D 
164 E 81st St 
New York 28 

T/w above comment was refened to the auihots 
of the article, and ihcif have submitted the follow¬ 
ing reply 


To the Editoi —Di Pellei’s comments seem to be 
based largely on a misunderstanding of the data 
contained in the paper '‘Vahdit)f of Pathological 
Diagnosis of Breast Cancer” He first notes the 
suri'n'al rates for cases reported as confirmed and 
those not confirmed bv histopathological study, and 
he has calculated standard errors for the two 
groups, using 1,550 as the basis for calculations 
However, the article states that “The registry m- 
cluded 1,550 such cases of patients (breast cancer) 
with at least five-veai survival ” and that these 
v'ere 44% of the total Tlie number of breast can¬ 
cer cases was 3,526, and this figure should liav'e 
been used to compute standaid eirois 
Dr Feller asks, “What was the ciitenon accord¬ 
ing to which a patient with cancer was or was not 
histopathologically examined?” The answei to this 
question is not known Since many physicians 
participated in the diagnosis of the 3,526 cases, 
presumably a variety of criteria iveie employed 
The fact that patients with cases of cancer which 
aie not confirmed by histopathology have a lowei 
survival rate than those which aie thus confirmed 
has been observed befoie and by others For 
example, one may note the five-year survival lates 
for all cancel cases described m the monogiaph 
“Cancer in Connecticut, 1935-1951” (Giiswold and 
others Connecticut State Department of Healtli, 


1955) , , ,, , 

It does not seem too sui prising, therefore, that 

tlie fii'e-yeai survival rate of the unconfirmed cases 
m oui data was substantially lower than the rate 
for the cases which were confiimed by histopa¬ 
thology It should be noted that the only reason 
for including the comparative survival lates in the 
paper was to show that mchision of the uncon- 
ffimed cases “ could not have made the survival 

late too high 
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Dr Peller is concerned about the fact that fte 
decisions made by the three pathologists were not 
always unanimous He wonders how many times 
this occurred and what effect a review of these 
cases would have on the survival rates The article 
states that “There was unanimous agreement in 
121 of the 123 cases diagnosed as cancer and m 
9 of the 13 cases diagnosed as not cancer ” In 
tlie gioup covered in die second review, “All tliree 
patliologists diagnosed seven of the eight cases as 
cancer ” It seems doubtful that much would be 
learned by following the suggestion to review the 
cases with a 2 1 verdict, since these were so few 

Dr Peller is also concerned with the statement 
that the Registry “ receives abstracts of 17,000 
cancer cases pei year, an estimated one-third of the 
cancer cases newly diagnosed in the state each 
year” He indicates that this estimate, implying 
about 50,000 new cancer cases per year in Cah 
forma, may be incorrect Our estimate of total 
cancer cases in tlie state was obtained by multiply 
ing the California population, about 15 million in 


Percentage of Patients ivith Cancer Who Survived 
Five'tears (Conn 1935-1951) 
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1958, by the cancer incidence late of 328 per 100,- 
000 population taken from tlie publication of the 
United States Public Health Service, “Morbidity 
from Cancer in the United States,” by Harold F 
Dorn and Sidney J Cutler (1958) 

Dr Lester Breslow 
2151 Beikeley Wav 
Berkeley 4, Cahf 


DERMABRASION 

To the Editor -I would like to answei the questions 
and objections of Cannon, De Kleme, and Truman 
(JAMA 173 573 [June 4] 1960) concerning the 
article of Rattner and Lazar (JAMA 171 2326 
[Dec 26} 1959) A complete history of abrasive and 
othei treatments foi acne pits and related blemishes 
has already been published by Blau and Rein 
(A M A Arch Derm d Syph 70 754 [Dec ] 1954) 
We took great pams with priorities in this paper 
Especially stressed were the contributions of Iver 
son (1947), who first used sandpaper on traumatic 
tattoos, McEvitt (1948), who first used sandpaper 
on acne pits, and Kurtin (1952), who used spraj 
anesthesia and wire brush Direct quotations were 
taken from three plastic surgeons, Iverson, Mc- 
Evitt, and Blackledge (1953), because they were 
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enthusiastic about abrasive surgers% realized that 
an aggressive approach was necessary', and vet felt 
that the profession a\ould debase the procedure 
because of timidih'” 

I agree with De Kleine that prognosis in an in- 
dmdual case is difBcult and that classification of 
pithng IS of little value But I think it is a harmless 
generalization to state that improvement varies from 
20 to 80%, as some authors have done This covers 
1 wide enough range, aids in communication with 
the patient, and is a helpful statistic That he would 
recommend dermabrasion for his family I find 
heartening However, his belief that saucerization 
of pits IS all that takes place is not correct Derma¬ 
brasion IS an advance over the older methods such 
as peelmg, desiccation, scarification, and refrigera¬ 
tion only because it evtirpates many of the lesions 
We implied this m our paper, and Luikart, Ayers 
and Wilson {New York J Med 59 3413 [Sept 15] 
1959) showed it histologically 

1 note with pleasure tliat Truman still has a sharp 
photogriphie eye after 20 years For he once before 
protested poor before-after photos (/ A M A 
116 2208 [May 10] 1941) Tliat time the controversy 
was over a paper on scarification and peelmg of 
pitted scars, and there were 11 othei protestants 
who joined lum I guess this branch of medical 
photography has advanced little 

It also seems unimportant that both Iverson and 
Kurtm failed to cite the pioneer work of Kromayer 
(1905), that I failed to cite the first American nota¬ 
tion of Kromayer’s methods (Ahlswede, E Practi¬ 
cal Treatment of Skin Diseases with Special Refer¬ 
ence to Technique, New York, Paul B Hoeber, Inc, 
1932, p 102), or that most authors have forgotten 
our own paper The point is that the backgiound on 
this subject has been fully documented, and ques¬ 
tions of priority need not arise again 

Saul Blau, M D 
580 5th Ave 
New York 

Tins concludes temporarily the discussion of this 
subject in the Correspondence section —Ed 

CYSTICERCOSIS CEREBRI 

To the Editor—In The Journal, April 30, page 
3036, m the article, Cysticercosis Cerebri,’ Drs 
R B Hainmg and R G Haining report the case 
of a 45 vear-old man The clinical diagnosis of 
brain tumor was made, but at operation (crani¬ 
otomy) a free-floating cyst in the fourth ventricle 
of the brain was found, in which a cysticercus 
cellulosae was identified 

Last year, I observed a case of multiple dis¬ 
seminated cerebral cysticercosis in a postmortem 
examination at the Hospital Eiaingehsmos This 
case shows similarities to one of the cases reported 
bv Mdnte and others quoted in the article m The 
Journal 


The patient, a 55-vear-old mm, vas admitted 
to the Hospital ‘ Evangelismos’ on June 1, 1959, 
hanng had for 10 vears a historj' of repeated epi¬ 
leptic seizures characterized bv clonic spasms and 
loss of consciousness Phvsical examination re- 
x'ealed a hgbt muscular hypertonia on both sides, 
a positive Babmski sign on the left, and an itaxic 
gait when he closed his eyes The reflexes xvere 
slightlx' exaggerated The hemogram showed 7300 



Top, histological picture of brain cjst Bottom, gross 
appearance of cut surface of brain 


leukocvtes per cubic millimeter x\ ith the following 
difiFerential tvpes 69% polx morphomiclears, 5% 
eosinophiles, 17% Ixmiphocx-tes, and 97c monocx-tcs 
Blood urea lex el xvas 20 mg % 

\ complication of sex’ere bronchopneumonia led 
to progressixe detenorahon of the patients condi¬ 
tion, and he died on Julx 20, 1959 At autopsv the 
brain weighed 1300 Gm ind showed numerous 
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small cysb m the frontal section of the brain (sec 
Jigure) Tile cysts were the size of a pea The cere¬ 
bral ventricles were considerably dilated The 
otliei organs did not show any particulai changes, 
evcept for the numeious bronchopneumonic foci 
in both lungs 

N Gandheviotis, M D 
Hospital “Evangelismos” 
Athens, Greece 

NURSE ANESTHETISTS 

To the Editor ~In his letter in The Journal, 
June 18, page 840, approving the letter by Holzei 
regarding nurse anesthetists, Dr Eldridge only 
compounds the errors of the latter by adding at 
least four more of his own He states that physician 
anesthesiologists would be more es'pensive for the 
hospital when he actually means they would be 
less profitable for the hospital, since the drug costs 
would be die same but the patient u'ould pay the 
hospital for services ratlier than the physician 
Dr Eldridge also states that anesthesia ivas a 
problem until 1945, when nurse anesthetists were 
first employed I can agree with him on that score, 
since apparently up to that time anesthesia was 
administered by whatever suigeon happened to be 
around and not by anesthesiologists In addition, he 
states in his first paragraph that anesthesia induced 
by anesthesiologists would not be safer than that 
induced by nurses, and yet the last sentence of tlie 
second paragraph admits that physicians were ob- 
tamed if a long or diflScuIt case was anticipated 
He finally states that the nurses’ rapport with the 
patient lessens tension and creates confidence True, 
but since anesthesiologists also visit the patient 
preoperatively, the higher professional standing of 
the physician benefits the patient more than a visit 
from another nurse, as the patient sees it 

Elliot G Polingeb, M D 
331 Stevick Dr 
Atherton, Galif 

EXERTION-INDUCED HEMOGLOBINURIA 

To the Editoi -Regardmg the publication on exei- 
tion-mduced hemoglobinuria in The Journal, 
June 4, page 493, Howenstine is to be compli¬ 
mented on his efforts to obtam specimens of kidney 
tissue from these individuals However, he failed 
to describe whether or not hemoglobmuria in his 
cases was accompanied by hemoglobinemia Such 
an omission makes his arguments pertammg to the 
origin of the observed hemoglobmuria and its 
effects on the kidney speculative 

I recently observed a young man with hemoglobi¬ 
nuria which had occurred after severe e>,erc^^ 
gave no history of renal disease and believed hirn- 
felf to be in good health Speehophotomemc analy^ 
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mg dark urme revealed only hemoglobmM 
hemoglobinemia and muscle pigments were not 
detected The remainder of his urinalysis revealed 
4-j- protemuria and many granular casts Red blood 
cells were not present in the urine Since hemoglo 
bin was not present in the serum, we could only 
conclude that hemolysis of red blood cells within 
the urinary tract was responsible for the hemoglo 
bmuna and for the absence of red blood cells in 
freshly voided urme 

As was pointed out by Alyea and Pansli 
(I A M A 167 807 [June 14] 1958) and by myself 
(JAMA 1611613 [Aug 25] 1956), one criterion 
to be used m distinguishing "athletic pseudonepki 
tis from organic renal disease is the disappearance 
of all urinary abnormalities within one week after 
a program of rest for the patient is instituted When 
this does not occur, evidence of organic renal dis¬ 
ease can almost always be found if further studies 
are performed Dr Howenstine has shown this to 
be the case, for m the patients from whom he ob 
tamed biopsy specimens, all of whom had either 
contmumg or recurrent urmary abnormalities, he 
found subacute glomerulonephribs or other renal 
disease 

Whether or not the sediment changes seen in the 
athlete’s urine reflect kidney damage is a question 
which, I believe, remams open However, I have 
been unable to demonstrate renal or urinary abnor¬ 
malities in any of the 16 patients with “athletic 
pseudoneplmtis” whom I have followed for as long 
as SIX years Supporting my experience is the ab¬ 
sence of an mcreased incidence of kidney disease 
in athletes surveyed in longevity, morbidity, and 
mortality reports of the general population To 
assume otlierwise and to condemn mdividuals witli 
this phenomenon to a life of “renal invalidism’ does 
not seem )ustified at present 

KennethD Gabdneb Jr, MD 
University of Pennsylvania 
Philadelphia 4 

JOHNS HOPKINS HOSPITAL 

To the Editor—I would like to call attention to 
one slight historical mistake m an editonal m T^ 
Journal, June 25, page 912 It is stated that the 
Johns Hopbns Hospital, m Baltimore, was founded 
m 1891 The Johns Hopkins Hospital was 
for patients in May, 1889 Just when it was founded 
I am not sure, as the money for the founding of it 
was left by Jolms Hoplans, who died a good many 
years before that The exact details of this wi e 
found in Alan Chesney’s bo"''- ““pS 

Hospital and the Johns Hopfans Umvers.^ Schoo 
of Medicine A Chronicle (Homewood, Balhmme 
Johns Hopkins Press vol 1, 1943, vol 2, 1958) 

Amos R Koontz, M D 
1014 St Paul St 
Baltimore 2 
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MEDICAL FILM REVIEWS 


Badical Right Colectomy—Rationale and Technique 16 mm , 
color, sound, show mg time 25 mmutes Prepared by Robert 
B Hiatt, M D , New York Produced in 1960 by and pro¬ 
curable on purchase ($175) or loan from Sturgis Grant 
Productions, Inc, 322 East 44th Street, New lork 17 

This film stresses the early ligation of the blood 
supply to the right half of the colon This is done 
for the purpose of sequestrating the tumor from 
the mam source of blood supply, for a wide lymph 
bed resection, and with the hope that fewer tumor 
cells will have entrance to the blood stream The 
patient presented is an 80-year-old obese female 
who had a constricting lesion of the ascendmg 
colon The operation is performed through an up¬ 
per transverse incision which severs the right 
rectus abdominis muscle Ligation of the mid-colic 
and ileocohc vessels takes place close to their source 
of ongm at the superior mesenteric vessels The 
termmal ileum is transected as is the transverse 
colon immediately distal to the ligated mid-colic 
vessels Mobihzation of the tumor and ascendmg 
colon then takes place The routme end-to-end ileo- 
transversostomy is performed The diagrams are 
most helpful in a discussion of the anatomy pertain- 
mg to the procedure, it would have been well to 
have a few additional diagrams describing tlie 
technique of the anastomosis The film is lecom- 
mended for surgeons and residents 

Chronic Ulcerahve Colitis, Endoscopic Diagnosis and Lower 
Intestinal Complications 16 mm, color, sound showing 
time 13 mmutes Prepared m 1959 by Raymond J Jack- 
man, M D , and J Arnold Bargen, M 15 , Rochester, Minn 
Procurable on loan from Raymond J Jackman, M D , Mayo 
Clinic, Rochester, Mmn 

This film shows the configuration of the normal 
large intestine and compares this with the bowel 
changes that take place in chronic ulcerative colitis 
It depicts the progress of the disease from its early 
stages to fully developed chronic ulcerative colitis 
Although most of the film has to do with the endo¬ 
scopic changes that occur, it includes diagrams and 
way films to illustrate the characteristic progress 
of the disease The various anorectal complications 
(such as pseudopolyps, carcinoma, stricture forma¬ 
tion, perianal abscesses, and fistulas) are also dem¬ 
onstrated The pertinent statistics represent the 
evpenence at the Mayo Clinic where difficult and 
complicated cases of this disease are often referred 
The incidence of complications is probably lower in 
practices M'hich represent a cross-section of the 
population Tlie diagrams and photography are 
excellent, and the choice of \-rays and illustrations 
give the viewer a comprehensive picture of the 
course of ulcerative colitis, the bowel changes, and 


complications that occur The running commentary 
is especially clear and easy to listen to This film is 
highly recommended for gastroenterologists, gen¬ 
eral practitioners, and residents 

Rheumahc Heart Disease 16 mm , color, sound, show mg 
tune 8 mmutes Produced by Churchill Wexler Film Produc¬ 
tions, Los Angeles for the Amencan Heart Association 
Procurable on loan from Amencan Heart Association Film 
Library, 267 W 25th St, New York 1 

The purpose of this film is to show how rheu¬ 
matic heart disease may be caused by rheumatic 
fever and how common-sense precautions against 
streptococcic infections may prevent rheumatic 
fever Animated cartoons illustrate the danger signs 
of streptococcic infections which set the stage for 
rheumatic fever It also discusses the symptoms 
and treatment of rheumatic heart disease, and tlie 
narrator explains hoxv rheumatic fever, particularly 
repeated attacks, may be prevented by the use of 
penicillin or sulfonamides as prescribed by the 
physician It properly emphasizes the need for both 
information and care and the sources for each of 
these This film presentation contains a message 
for parents and should prove to be very eflFective 
by virtue of the excellent animation techniques 
used The narration is direct and verbiage is mini¬ 
mal The film is scientifically accurate and is recom¬ 
mended for parents and older children 

The Intrapentoneal Repair of Incisional Hernia—16 mm , 
color, sound, showung time 23 mmutes Prepared m 1959 b> 
and procurable on loan from Francis C Usher, M D , 727 
Hermann Professional Building Houston 25, Texas 

The author presents the repair of a large m- 
cisional abdommal hernia xvhich folloxved a gastnc 
resection The defect demonstrated xvas too large 
for tissue approximation, and the material used was 
Marlex mesh The author states that this is an ideal 
substance because of mmimal foreign body reac¬ 
tion, a resultant good fibroplasia, and the resistance 
of the mesh to infection The author prefers to place 
this intraperitoneally rather than utihzing it as the 
conventional overlay method He has the belief that 
the mtrapentoneal method is preferable because of 
its greater holdmg poxxer and lack of tension By 
placing the mesh in direct contact xvith the omen¬ 
tum, it IS assumed that tlie rich vascular supply of 
this organ xvill proxade more rapid fibrosis through 
the mesh xvith a resultant stronger reinforcement 
The technique is demonstrated x\ ell, and a success¬ 
ful postoperatix e result is shoxxTi The photograpliv 
and sound are techmcallv excellent This film is 
recommended for physicians interested m the surgi¬ 
cal repair of hernia and for residents and interns 
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i BruccIIn Infection and Undulant Fever in Man By Sir 
M^eldon D.'ilrymplc-Champneyi, Bt, CB, DM, DPH 
Clod) $5 75 Pp 196, witli 21 illustrations Oxford Uni¬ 
versity Press, Amen House, Warwick Sq, London, E C 4, 
England, 114 Fiftli Avc, New York 11, Amen House, 480 
University Ave , Toronto 2, Canada, 1960 

Tins compact volume sums up the author’s experi¬ 
ence with brucellosis m Great Britain over a period 
of more than 30 years It is a welcome addition to 
the monographs on a disease which, esiiecially in its 
chronic form, has been so poorly undeistood The 
author’s faculty for clear expression makes the read¬ 
ing of this work inteiesting and easy Because of 
this and its conciseness, this monograph should 
reach many physicians who hitheito have failed to 
appreciate the intricacies or importance of brucello¬ 
sis The author has preferred the older designation 
“undulant fever” to “brucellosis” which has largely 
supplanted it m the world literature because of the 
undulating pattern of the fever which he has so 
often observed However, as he also points out, the 
fever may not be undulating Indeed, in the chionic 

illness, there may be no fever 
Brucella spondylitis and affections of the nucleus 
pulposus are given deserved prominence, along wit i 
many other sjnnptoms Brucellosis as a possible 
cause of back and nerve root pain, including the 
intervertebral disc syndrome, is all too rarely con¬ 
sidered in differential diagnosis and needs re- 
emphasis In diagnosis, the authoi does not make 
isolation of Brucella a sme qua non, nor does he 
overstress the requirement that agglutinins must be 
present m high titer before the diagnosis properly 
may be entertained Instead, an unbiased viewpoint 
l^maintamed in weighmg evidence that often mu t 
be less than definitive The many prob ems and pit- 
falls especially m the diagnosis of the chronic illnes 

""" The^^Sr^fwords concerning 

and cream .n " 

inrly years. 

.n”e"e eUvely held off nn.versal 
compulsory pasteurization , It m- 

Treatment IS covaed^ 

dudes the use of ® ^ still controversial 

bruSstfelpcaalirw* respect to the use of the 


intradeimal test and of antigenic beatment There 
IS a bibhogiaphy, an index of authors, and a compre¬ 
hensive index of subjects 

Sir Weldon makes an eloquent plea for wider 
knowledge of brucellosis “Only when undulant 
fever in its many bewildering disguises is made a 
reality for every medical student will pabents he 
rescued from neglect or the tragedy of being 
labeled neurotic” 

Tetanus Propliylaxe und Therapie Von Dr med Leo 
Eckinann Clotli $4 Pp 128, witli 14 illustraUons Benno 
Schwabe & Co, Basel, Switzerland, [Interconbnental Medi¬ 
cal Book Corporation, 381 FourBi Ave , New York 16], I960 

The autlior reviews the theorebcal and pracbcal 
aspects of the prophylaxis and therapy of tetanus 
An extensive bibliography is appended Of pracbcal 
interest is the experimental demonstration, in rab¬ 
bits, that lepeated injections of tetanus antitoxin 
from a constant or shifting animal donor source 
accelerate the loss of anbbody from the circulabon 
Extensive immunologic studies validate tlie simul¬ 
taneous injection, at different sites, of anbtoxm an 
toxoid Discussion of the superiority of depot 
toxoids, of three mstead of bvo doses, optimal doses, 
and intervals between injechons, and the almost 
indefinite survival of the anamnesbc reacbon to 
second and later injections of toxoid is delineated 
m terms of immunologic data Witli a fundamental¬ 
ly sound background definibon of immune and 

“Lnimmune” status, n well-conceived program 

the prophylaxis of tetanus is formulated Of acute 

interest is the condemnabon of 
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philosophy of intensive surgical treatment of the 
local lesions (such as amputation of fingers) The 
controversial status of corticosteroid therapy is 
documented Of practical interest is the discussion 
relating to the prevention of pulmonary emboli and 
peptic ulcers and to the management of paralytic 
ileus, compression fractures, and transitoiy pareses 
This monograph should be of interest to both im¬ 
munologists and practicing physicians Translation 
into English and othei common languages would 


be desirable 


Ralph Spaeph, M D 


Foods Without Fads A Common Sense Guide to Nutn- 
tion By E W McHenry, Ph D, Professor of Nutrition 
School of Hygiene, Umsersity of Toronto, Toronto Cloth 
$3 50 Pp 159 J B Lippincott Comp my, E Washington 
Sq , Philadelphia 5, 1960 

The public has in lecent years been subjected to 
the various views of nutrition experts,” each one 
pointing out the dangers of the Ameiican diet and, 
then, holding up tlie only diet plan or exotic food 
combination which will save the health of the 
American people This short book provides a wel¬ 
comed relief from the ideas of pseudonutritionists 
Foods are described m light of the current knowl¬ 
edge of human requirements, and the public is 
given reliable data refutmg the false claims made 
by the self-desciibed nutrition experts 

The book is written for a reader without scientific 
background Statements on nutrition are presented 
in a clear and easily understood manner, with evi¬ 
dence supporting these statements Food choice as 
related to hunger, habit, and availability is dis¬ 
cussed as a piehminaiy to the evaluation of the 
various food groups Each food group, meat and 
fish, milk products, fruits, vegetables, and cereal 
products, IS discussed m relation to the nutrients 
one will obtain from that class of foods The hu¬ 
man requirements for the various nutrients and the 
general function of the nutrients is also given in 
these chapters Diet planning, based on nutritional 
requirements, follows Good diet suggestions for the 
family, children, and older persons are included in 
these chapters A chapter on leducmg diets is also 
included While the author points out that one 
should not attempt to lose weight quickly without 
consultmg a physician, the 800-calorie diet included 
m this section offers the reader an opportunity to 
proceed on his own It is probably undesirable to 
supply 800 calorie diets to tlie public, since little 
good, and possibly some harm, can result from un¬ 
controlled use of such diets as a means to reduce 
body weight 

The chapters on food fads and nonsense are par¬ 
ticularly interesting and could prove useful m com- 
bahng the erroneous ideas started by pseudonutri¬ 
tionists Specific examples of current food nonsense 
are discussed, as well as food fads of the past The 


book closes with i call to the American public to 
make full utilization of the excellent food products 
available in preparing bealthful meals While the 
book IS a worthwhile addibon to the nutrition litera¬ 
ture bemg offered to the general pubhc, it is doubt¬ 
ful that it will receive the degree of acceptance 
given some of the recent books on nutrition which 
present a false, but more sensational, picture of 
American nutritional status 

Ogdev C Johnson, Ph D 


Deficiency Disease By Richard H Follis, Jr , M D Price, 
$14 75 Pp 600, with 233 illustrations Charles C Thomrs, 
Publisher, 301-327 E Lawrence A\e, Springfield, Ill 1958 

Occasionally the thought crosses my mind of 
what might happen if, say, just ten per cent of the 
bright young men who are following the population 
explosion mto the cardiovascular field should take 
up as a hfework the study of nutrition and nutri¬ 
tional disease How much better it might be for 
their own satisfaction and advancement as well is 
for the impiovement of knowledge But the glamor 
IS wanting 

FoUis, who has made distmguished contribu¬ 
tions to the pathology of deficiency disease, has 
produced in this book a scholarly critique m this 
neglected field In this volume we get a brief 
but clear survey of the role played by each of the 
si\ty-odd nutrients which must be provided the 
normal human being for growth, health, and re- 
pioduction The concept that naturally occurrmg 
deficiency disease usually is caused by multiple 
deficiencies gets due emphasis A section on each 
of tlie inorganic elements, each of the essenbal 
ammo acids, hpids and fat, and water soluble 
vitamins occupies approximately half the book The 
remamder is taken up with naturally occunang 
deficiency disease states The emphasis is heavy 
on the pathologx' of such diseases, reflecting the 
authors interest The clinical phase is much less 
extensive 

Physicians who have had much experience 
in human nutiition or studied the x'ast difficul¬ 
ties of control of experiments, the complex dis¬ 
orders resulting from shifting multiple causes, and 
the tendency for interpretation of sequences as 
post hoc, ergo propter hoc will recognize the real 
contribution this book makes Close study might 
inspire tlie young clinician to seek answers to the 
myriad questions so clearly posed m this book, 
which keeps a sharp focus on the boundary line 
between tlie known and the unknoiioi This is a 
most excellent work which wall be the standard for 

years to come „ 

William B Bean, M D 

Excerpted from Arch Int Med I 10 306 (Aiig ) 1960 
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LUNG CANCER 

To im: Editor —Ate thete antj studies document¬ 
ing a highc) thou usual rate of piimauj cancel of 
the lung w maintenance toorkets and mechanics 
set vicing diesel buses and trucks and so exposed 
to hcom/ concentlatwns of exhaust fumes^ If such 
a hazard exists, are there any i ecomniended pro- 
ccduicsfo; 7 educing 

James F Cunningham, M D , Dehnai,N \ 

Answer '-There me no studies, so fat as this con¬ 
sultant knows, which document a higliei tlian 
usual rate of piimarv cancer of the lung in mainte¬ 
nance workers and mechanics servicing diesel 
buses and trucks These workeis, if exposed to 
heaxw concentrations of exhaust gases for pro¬ 
longed periods, will probably display a variety of 
symptoms caused bv exposure to harmful gases 
and vapors 

There aie txvo general methods used in dealing 
with haaaids of this sort The first, and by far the 
more satisfactory, is to limit the exposure by con¬ 
trolling the source This can be done with diesel 
engines by providing sufficient ventilation in the 
xvoik area The second method is to protect the 
worker by using a variety of personal protectu'e 
devices, such as respirators or organic vapoi masks 


ABSORPTION OF STRONTIUM 
To THE Editor —Will calcium salts, as a dietaiy 
Supplement, i educe the absorption and utiliza¬ 
tion of strontnnn-BO? Is thete any objection to 
the use of calcium in this manner? What would 
he the most efficacious forms and dosage? 

Emanuel Chusid, M D, Mount Vernon, N Y 


Answer —Tliere is some question whethei die¬ 
tary calcium serves as a chemical diluent to reduce 
the absorption and utilization of strontium-90 
Until experiments now under way aie evaluated, 
tins might be considered a useful procedure At 
piesent, tlie levels of strontnim-90 are so low that 
there would be no advantage to the administra¬ 
tion of increased dietary calcium, but theie is no 
objection to the use of moderate amounts of the 
calcium salts as a dietary supplement There is 
some evidence that absorption of calcium gluconate 
IS best, although m patients with normal gastric 
acidity almost any nontoxic calcium salt could be 
used 


Vic anmers hero published ha\e been prepared bi (^mpetent nu- 
tUwtRS Tbe> do not, boweset, represent the opimons of ani medical 
w otber orBanaation unless specifically so stated in the rcpl> Anony- 
mops ^mmumcations cannot be answered Every letter must contarn 
tin. asritirs name and address, but these mil be omiffed act request 


TOXICITY OF SOLVENT GUN CLEANER 
To THE Editor -Are there any potentialhj toxic 
mateiials m common firearms bore cleaners, such 
as mtro powder solvents?” I am partwuhrh 
interested in chloi mated hydrocarbons, andsimi 
tar substances which give off dangerous fumes 

M V, Texas 

Answer —Most of the organic compounds widely 
used as solvents are highly volatile, thus consbha 
mg a potential inhalation hazard A great deal 
depends on their concentration, the length and 
frequency of exposure, and the adequacy of ven 
tihtion Repeated inhalation should be avoided If 
air contamination cannot be kept below the tnaxi 
mum allowable concentration, a suitable mask must 
be worn 

RIDGING OF FINGERNAILS 
To THE Editor ~I am confi anted with a problem 
of longitudinal iidging of the nails and inahihfu 
to get a cold-wave permanent to stay m the hair 
of a 38'ijear~old ivomdn who is otherwise normal 
except for a decrease m the amount of menses in 
the past tjeat What is the best mode of investiga¬ 
tion m this case? Incidentally, the patient has 
been tinder an emotional sfiatn of a contiiuitng 
nature for the past S months without much pos¬ 
sibility of alleviation tn the neai future Unfortu¬ 
nately, the patient's hairdressei told her that 2 
other customers had the same problem and later 
developed cancer 

Wtlham K Owen, M D, Pulaski, Tenn 

Answer —Longitudinal stnation of the nail plate 
IS common Often, if it is not marked, it may be 
simply an exaggeration of the longitudinal depres¬ 
sions and iidges of the nail bed In some patients, 
as in the woman mentioned here, a loss of the 
normal strength of the hair is an associated findmg 
Vitamins A and D by moudi with calcium defi¬ 
nitely benefit some patients, but extreme cases have 
been observed in association with other skin dis 
eases, such as psoriasis, atopic dermatitis, trophic 
disturbances of the extremities, and lichen planus 
Tlieie IS no evidence that the patient here described 
has any of these diseases I believe that the admin 
istration of vitamms and calcium should be of beip 
in causing the ndges to become less pronounce, 
and, at the same time, possibly be of help m tm 
hair problem Some authoribes beheve that m 
pairment of arterial circulation may be a factor, 
but this IS not venfied in many of these 
tients 
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tbeatment of schizophrenia 

To THE Editor —I am writing you with legaid to 
the treatment of schizophrenia The hteiatine 
available to the laity and some articles in medical 
journals seem to piesent too bright a prognosis 
I have observed three patients with schtzojdn ema 
in the past year One refused treatment, and the 
other two are receiving psychotheiapy and drug 
treatment All three aie doing poorly What is 
the percentage of cure with modem fotms of 
treatment^ 

M D, Minnesota 

ANS^VER—In spite of the gieat amount of pub¬ 
licity given to drug treatment, psychological treat¬ 
ment, psychotherapy, and the combined use of both 
psychotherapy and drugs, I have not seen one 
report that has convinced me that any of these 
drugs or any combination of drugs and psycho¬ 
therapy will cure schizophrenia Essentially, theie 
are only three effective tieatments for schizo¬ 
phrenia, which are (m historical order) piolonged 
sleep treatment, msuhn coma treatment, and 
electroconvulsive treatment These are helpful m 
many cases but probably not curative in the pure 
semantic sense of the word As to the results as 
expressed m percentages achieved by these treat¬ 
ments, the figures vary from 25 to 80%, according 
to the optimism of the writer 

RESPIRATORY DISTRESS SYNDROMES 
To THE Editor —What is the respiratory distiess 
syndrome, in whom does it occur, and how does 
it differ from hyaline membrane disease^ Also, 
ivhat causes hyaline membrane disease? 

M D, Massachusetts 

Ansxver —Since the respiratoiy distress syndrome 
IS not a syndromic entity, the proper term is respir¬ 
atory distress syndromes or ‘neonatal respiratory 
distress syndromes ’ Either of these terms indicates 
the presence of some type of significant pulmonan' 
lesion of newborn infants These lesions include 
atelectasis, interstitial ^emphysema, hemorihage, as¬ 
piration of amniotic material, hyaline membiane, 
and gross prematurity An exact diagnosis is often 
difficult, inasmuch as more than one type of lesion 
may be present, especially in fatal cases Respira¬ 
tor!' distress svndroriTBs are the chief cause of neo¬ 
natal deaths 

Therapy is symptomatic The infant should be 
I'Cpt m the prone position, the stomach contents 
aspirated, orally given fluids withheld, and, if use 
of oxygen is indicated, its concentration should be 
limited to 45 per cent 

Tile cause of the hyaline membiane sx'iidrome 
has not been determined Theories concerning the 
deposition of the hyahne-like membi me that lines 


the dilated alveoli and bronchioles include (1) the 
ispiration of amniotic sac contents that become 
mixed with pulmonary exaidate, (2) the transuda¬ 
tion of protein from pulmonan' capillanes, (3) high 
concentration of therapeutic oxwgen, and (4) the 
action of tliromboplastin on pulmonar)' edema 
The hyaline membrane sx'ndrome is limited to 
the neonatal period and is reported not to occur in 
infants under 1 hour of age Although most fre¬ 
quently seen m premature infants of 7 to 8 lunar 
months, it may also be obserx'ed m either full-teim 
or postmature infants, m those delix'ered by cesar¬ 
ean section, and in large infants w'hose mothers are 
diabehc This condition may be lecogmzed and 
differentiated from the fetal aspiiation svndiome 
by a charaetenstic fine, reticulogranular roentgeno- 
graphic pulmonary pattern Fifw per cent of af¬ 
fected infants die within 48 hours Recox'er)' max' 
occur if the infant survives for 72 hours 

ANGINA PECTORIS 

To the Editor —I have heard that one can take 
0 6 mg of nitroglycerin every four or ffve minutes 
for 3 or 4 doses until the pain of angina jtectoris 
ceases Is this too large a doset^ In the 13th edi¬ 
tion of ‘ Useful Dings,” page 170, it is stated that 
‘it may be necessary to use several times this 
dose later but there is no indication of the wait¬ 
ing period between doses Please advise 

M D, California 

Answer —Nitroglycenn, in a dosage of 0 6 mg 
ex'ery four or fix'e minutes for 3 or 4 doses is not 
too large a dose Actually, however, most cases of 
angina pectoris respond fax'orablv to the 0 4-mg- 
stiength tablet, and a fair number to the 0 3-mg 
tablet If no relief of pain lesults from use of 4 or 5 
of the 0 6-mg (or the 0 4-mg) tablets m 12 to 15 
minutes one should be prepared to gix'e opium 
alkaloids or mependine for their analgesic and 
inxiety-allaying effects, and one should wonder 
xx'hether coronary occlusion md/or myocardial in¬ 
farction are occurring or impending, or xx'hether the 
pain IS noncardiogenic (due to Imtal hernia or dis- 
cogenic disease and other conditions) If eradication 
or definite amelioration of pain is effected after 
taking 4 or 5 tablets but is folloxved bx' return or 
xvorsening of the angina in 10 or 15 minutes, an¬ 
other series of 3 to 5 tablets max' be given Such i 
course of ex'ents, hoxvever, demands a consideration 
of the use of the analgesic drugs mentioned abox'e 
iiid forces one to rule out the other cardiac (and, 
possiblx', noncardiac) diagnoses suggested ind to 
institute appropriate treatment 
It IS important, too, to reeill that, because of 
the acute hx'potension occasionally induced bv 
nitroglvcerm (as i result of extensixe peripheral 
v isodilatabon), i xx orsenmg of anginal distress, or, 
at times, sxaicope mav ensue In such i situation the 
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drug should be given with the patient lying down 
hen tlic seventy of a well-established anginal 
syndrome lequues tlie use of large amounts of m- 
tioglj'ceiin, the longei-acting coionaiv chlatoi din^s 
should be tiled 

MILK FOR ATHLETES 

To iHL Ennon -A J7-ycat-ohl Jugh-school hot/ 
whose height is 6 ft 5 in (195 7 cm ) ami tehose 
weight IS 173 Ih (78 5 kg ) wants to maintain his 
weight ihiough a lathei shenitons athletic season 
(cicw) As paif of the diet, if was suggested by 
the famih/ phi/sician that he dunk a quait of 
milk a day beyond that supplied at school meals 
This was deploied by the athletic coach, who 
advised against it on the gionnds that “milk is 
bad foi the wind' Does fins have a factual basis 
01 IS if an “old wives' talc"? 


jama. Sept 10 , 1900 

defect If theie is no cortical expansion, it Mould 
mean either a true developmental bone cyst or an 
enchondroma No treatment would be necessan 
unless there were pam oi the probability of patho 
logical fracture Such treatment would consist of 
curettage and packing with bone cliips if the defecl 
was of sufficient size to produce a fracture 
Tliere aie other rare causes of bone cysts of the 
fingeis Metastatic lesions from tumois of the lung 
bladder, or testes are usually osteolytic but are m 
lare that only 14 have been recorded in tlie rvorlcl 
literature Thev usually occur m the distal phalanges 
and resemble felons or paronychias Hypeiparatliv 
roidism may produce phalangeal cysts, but tliere is 
usual]}' an associated osteoporosis Sarcoid ma\ 
also cause cystic lesions, but these are usually pres 
ent in the distal phalanges Aspiration biopsx’ is not 
indicated in such processes 


Bcilha P Rodger itl D, Ridgewood, N ] 

Answer —There does not appeal to be any basis 
foi deploring a high intake of fluid milk as ‘liad 
for the Avind ” It is tine that unless tlie excess ca¬ 
loric intake is utilized in daily activities, a maiked 
increase in bodv weight will lesult fiom tlie added 
milk 

The cun ent inteiest on the effect of fats, par¬ 
ticularly animal fats, on one’s health has led some 
inx'estigators to suggest tliat all adults eliminate 
whole milk fiom then diet The Council on Foods 
and Nutrition would not agiee that cuirent knowl¬ 
edge m the area of fats and cardiovasculai disease 
indicates such marked dietaiw modification The 
high calcium supplement of one quart of milk pei 
dav could presumablv cause Iiypeicalcnma which 
may, m turn, lead to tlie foimation of urmaiv 
calculi 

Othei foods can be substituted foi pait of the 
milk, if there is any leason to suspect pioblems 
from the high calcium intake 


BONE CYST 

To THE Editor —A 45-yeai-old man has a hone cyst 
muolumg the pwximal phalanx of the fifth fingei 
The roentgenogiam shows dissolution of conti¬ 
nuity of the cortex at one aiea of the cyst wall 
Is aspnaiion biopsy indicated^ What is the tech¬ 
nique of peifoiinmg an osseous aspiration biopsy^ 
What IS the tieatment of such a cysP 

M D, New Yotk 


Answer —A bone cyst of the pioxnnal phalanx is 
almost abvays a benign piocess If the cortex is ex- 
iianded, it is probably due to a giant cell tumoi oi 
fibious dysplasia, both of winch require excision 
and packing xvith bone chips oi leplacement with 
a bone giaft, depending on the size of the lesultmg 


“MAGIC MILK” 

To THE Editor —A few months ago an article htj 
Di William E Peteison, of the University of 
Minnesota, appealed tn a populai magazine rc- 
gaidtng the use of “magic milk” in the tieatment 
of disease m human beings The milk is sup 
posed to contain antibodies useful in the alleiw- 
tion of disease Is it lealhj useful and in the 
tieatment of what diseases^ 

F G Velaidi, M D, Brooklyn, N I 

Answer —I have lead several aitides on “magic 
milk in popular magazines Some questions have 
been laised by persons attempting to duplicate the 
result repoited by Dis Peteison and Campbell 
Some doubt exists about the actual transfer of anti¬ 
bodies through the stomach into the blood without 
being destroyed A recent study on antibodies in 
milk and on passive immunization lepoited that 
theie was no detectable increase m the blood 
titeis of tlnee human subjects xvho had ingested 
large doses of equine diphtheiia antitoxin mixed 
with skimmed milk It was also found that the 
blood levels of antibodies m coxys injected with 
diphtheria antitoxin were always highei than the 
milk level, winch suggests that antibodies in milk 
are actually produced m the blood stream (Green- 
baum and 4ller J Lab Clin Med 55 229 
[Feb ] 1960) Varied lesultS'have been reported 
and additional studies are needed 

The success reported m the treatment of arthritis 
IS difficult to evaluate, since spontaneous remissions 
occui frequently I know of no controlled clinical 
studies with the product xvhich would allow one 
to evaluate its usefulness m aithritis, asthma, or 
hay fevei The use of “immune” milk is therefore 
still experimental, and cannot be considered an ac 
cepted form of treatment for any disease 
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STERILITY 

To THE Editob —A 21-tjear-old married woman m 
good health is anxious to become pregnant Use 
of a “rhythm-meter’ at home is producing re¬ 
peated positive tests for cervical glucose with 
use of different reagent strips, namely, ‘Test- 
tape’ and “Chmstn’ The fasting blood sugar 
level IS 114 7 Gm %, and repeated urinalyses are 
negative for sugar Tests in the office with “Uris- 
iix’’ have been negative, but were vositive with 
“Chnitest ’ Is it vossible that a strong desire for 
pregnancy would produce these effects^ Or is 
there anothei explanation^ 

fames S Dean, M D , Redondo Beach, Calif 

Answ'eb—A positive test for glucose or glucosa¬ 
mine in the cervical mucus is a normal concomi¬ 
tant of ovulation, and in general coincides with 
such other tests as tlie basal body temperature rec¬ 
ord, spmnbarkeit, and'the mcreased fluidity' and 
fem-hke crj'stallization m the cervical mucus This 
phenomenon does not depend on variations m the 
blood sugar, but rather on the effect of estrogen 
on the secretion of cervical mucus A posihve glu¬ 
cose test IS generally limited to a single day of the 
ovulatory cycle, but when positive on several con¬ 
secutive days, its relationship to ovular maturation 
is questionable 

The positive tests for glucose should not be con¬ 
sidered as evidence of fertility, but rather as an 
index of follicular maturation One should antici¬ 
pate a positive glucose test with an increased and 
prolonged follicular activity such as is observed in 
some patients with anovulation A strong desire for 
pregnancy is not likely to prolong the ovulation 
charactenstics of the cervical mucus The relation¬ 
ships of botli glucose tests and emotional factors 
on reproduction have been somewhat overempha 
sized Emotional disturbances do occasionally in¬ 
terfere with ovulation, but it is not known that 
the glucosamme content of the cervical mucus can 
be altered unless the estrogen elaboration is also 
altered bv faulty ovarian function 
The presence orglucose in the cervical mucus for 
the brief penod of one day, associated with a noi- 
mal basal body temperature, suggests normal ovu¬ 
lar fiinetion and that factors other than faulty' ovu¬ 
lation and the timing sexual relations should be 
considered as the cause of reproductive failure 
One should bear in mind that faulty timing of re¬ 
lations in respect to the time of ovulation is rarelv 
the cause of reproductive failure By the laws of 
chance, if tyvo healthy persons mate about even' 
four or five davs, a conception is almost inevitable 
v ithin a period of 3 to 5 months The mere timing 
of relations, irrespective of the method used, will 
rarelv correoit the basic cause of the reproductive 
failure. 


OTITIS DUE TO PSEUDOMONAS 

IN NEWBORN INFANTS 

To THE Editor —The question concerning otitis 
due to Pseudomonas in newborn infants in The 
Journal, Nov 21, 1959, page 1765, is of interest 
to me, inasmuch as I have had occasion in the 
past to be concerned with the problem of Pseu¬ 
domonas infections in newborn infants The 
answei of your consultant mahes no mention of 
what I believe to be an important aspect of this 
problem, namely, the relationship between the 
incidence of Pseudomonas infections and expo¬ 
sure of the infant to high humidity environments 
This relationship has been documented only 
within the last few years 
Sever (Pediatncs 24 50 [July] 1959) demon¬ 
strated that ‘an extremely high degree of gross 
contamination existed in the wafer of the humidi¬ 
fying devices in use in the newborn nursery” 
Pseudomonas was, however, incriminated only 
occasionally in his study Macpherson (The Jour¬ 
nal, June 28, 1958, page 1083) reported similar 
findings Hoffman and Finberg drew attention to 
an outbreak of Pseudomonas infections in prema¬ 
ture infants raised in a highly humid atmosphere 
(J Ped 46 626 [June] 1955) Another report of an 
outbreak of Pseudomonas infections in premature 
infants appeared in Morbidity and Mortality' 
Weekly Report {National Office of Vital Statistics, 
May 8, 1959) This outbreak, which was also 
mentioned in the New' Physician ([Oct ] 1959, 
page 118), was attributed to the use of a nebu¬ 
lizer m the cribs 

Gieey (Annual Report of the Dean of the Fac¬ 
ulty of Medicine, University of Toronto, 1957-58 
page 23) demonstrated that the watei tubs of 
isolettes may function as possible sources of bac¬ 
terial contamination in nurseries for premature 
infants, especially with respect to Pseudomonas 
aeruginosa On the basis of the evidence cited 
above, it would appear essential, in the matter 
of preventing Pseudomonas outbreaks in the 
nursery for newborn infants, to insure careful 
inspection and cleansing of the humidifying 
equipment in the nursery to which the infant 
might be exposed 

George X Trimble, M D 
Seaside Memorial Hospital 
Long Beach, Gal 

To thl Editor —In The Journal, Nov 21, 1959, 
page 1765, inquiry was made concerning the 
significance and treatment of otitis in neonates 
due to Pseudomonas aeruginosa The consultant 
stated that Pseudomonas infections are difficult 
to treat because of resistance of the organisms to 
antibiotics Testing of the bacilli in one labora¬ 
tory revealed that 30% tcere resistant to all anti¬ 
biotics’ This has not been the experience of the 
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Rescaich Surgical Bacteriology Labotaiory of 
flic University of Cincinnati m determining the 
sensitivity of P aeruginosa to antibiotic agents 
To date we have tested 748 strains of P aeru¬ 
ginosa in this laboiatory and hove found them all 
to be sensitive to a solution containing 125 meg 
of polymyxin B sulfate or less pet imlhhtei 
Siinilai results wete icported by Wright and 
co-woiheis (Am J Chn Path 241121 [Oct] 
1954) These authors found polymyxin to be by 
fai the most active of 10 antibiotics against 103 
stiains of P aeiugmosa The giowth of all shams 
was inhibited by the concentration mentioned 
and in most was inhibited by 63 meg oi less vet 
miUihtei 

The souice of eiioi in the data published fiom 
many laboiatories is probably the method chosen 
for the dcteimination of sensitivity The seiial 
tube dilution technique is much mote accurate 
than the disk method and gives mote valid le- 
sults As repotted by Hill and co-woikers (Ann 
Surg 148 410 [Sept ] J95S) the sensitivity of 50 
strains of P aeruginosa to polymyxin B was de¬ 
termined by the serial tube dilution method and 
by the use of eommercially piepated disks All 
50 stiains tested wete found to he sensitwe to 
3125 meg oi less pet milliliter of polymyxin B 
by the tube dilution method The lesults obtained 
with the disks, howevei, vatied widely with the 
source of the disks, discrepancies occurring m 
7(00 of the stiains tested In ofhet wotds, reports 
of false lesistance to polymyxin B may be ob¬ 
tained with the disk method, whereas 100% of 
the stiains may be actually sensitwe to this anti¬ 
biotic 

In 10 yeais of investigating the sensitivities of 
P aeruginosa to vaiious antibiotics by the seiial 
tube dilution method, we have found allieputed- 
hy resistant stiains to be contaminated When the 
P aeruginosa was isolated in pttie culfute, it too 
was found to he sensitive within the afoiemen- 
tioned limits 

W A Alfemeiei, M D 
Depaiiment of Sutgety 
Cincinnati General Hospital 
Cincinnati 29, Ohio 

The second comment was referred to the consul¬ 
tant who answered the oiigmal question, and his 
reply follows -En 

To THE Editor -The data submitted by Di Alte- 
meier wete obtained m hospitals with use of the 
disk method It is becoming meteasingly evident 
that this method is inadequate and that the set lai 
dilution method gives more reliable lesults If 
studies made on the antibiotic sensitivity of P 
aeruginosa by the serial dilution method give the 
opposite results from those made with the disk 
method, then results of the dilution method ate 


JAMA, Sept 10 , 1900 

to be accepted as more nearly reliable Whk k 
IS adrniUed that inaccurate data are hardhj more 
useful than no data at all, it must be remembered 
that for the small, ot even medium-sized, hospital 
operating much below the research level fk 
added work of the dilution method imposes « 
problem compared with the disk method 

TREATMENT OF WARTS 

To THE Editor —The Questions and Answers sec 
tion of The Journal of July 18, 1959, on page 
1495, deals with a question concerning the treat 
ment of ivarts My treatment diners sharply with 
that described by the consultant who ansiverci 
the question He mentions that elecfrocautenj w 
the best method in Ins experience He may really 
mean electrodesiccahon, although the terms arc 
not synonymous 1 believe that electrodesiccatm 
IS often the best method for lemoving warts 
Most wails, however, are overtreated with this 
modality, especially plantar warts 
Your consultant states that the entire growth 
must be removed down to the fatty layer, and 
after this has been accomplished the remaining 
tissue should be fiirthei desiccated I believe 
that this procedure must nevet be carried so far 
It IS sufficient, in my experience, to lightly desic¬ 
cate the wart, snip off the charred material with 
a sharp scissors, and lepeat this procedure until 
the soft spongy base of the wart is reached This 
base IS easily curetted away and leaves a clean 
surface lolncli clearly shows the usual skin mark¬ 
ings and ridges No further desiccation is neces¬ 
sary These areas heal rapidly in one or two 
weeks and leave little scar tissue Recurrences 
with fins piocediiie are minimal 

H C Goldbeig, M D 
7 Watchung Aue 
Plainfield, N J 

The above comment was lefeired to the con¬ 
sultant who answered the original question, and 
his reply follows —Ed 

To THE Editor —In my answei the iieatmcnt which 
was outlined was completely confined to the 
eradication of plantai warts While it is true 
that ordinanj verrucae vulgaiis easily respond 
to the many forms of treatment, and will often 
be removed by superfictal electwdesiccatwn, ms 
does not apply m the case of the plantar wart 
Electrodeswcation and not electrocautery is rec 
ommended for common warts, but m the case 
of plantar warts excavation both by caret aiu 
by cauteiy must be deep and wide in order to 
pi event lecurrence Even with this type of treo 
ment there will be some recurrences, bat tlieir 
number can be decieased by such (in assidm 
attack on the groivth as has been outmed t 
the method recommended in my original amc 
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Health and Hydrogenation of Coal I Definition of Problem 
-Tins piper provides the background for the others (II, 
HI, ind IV) of this senes A gnnt pilot plant was budt at 
Institute W Va, in 1952, to produce chemicals from coal 
These units occupied a 20 acre site and used 300 tons of 
bituminous coal per day The coal, depolymenzed by hydro 
gemtion and chemical separation, yielded over 200 individ¬ 
ual aliphatic and aromatic chemical compounds Many of 
the chemicals produced were toxic, but witli the customarv 
chemical plant safety precautions they were not considered 
parbcularly hazardous How ever, one lugli boiling polycyclic 
aromatic chemical, known to cause cancer of the skin was 
present in the process Because of this, detailed studies w ere 
undertaken b> the toxicologist, the industnal hygienist, and 
the pliysicnn to develop exceptional prevents e measures 
that would protect the workers in this process 


Health and Hydrogenation of Coal H Carcinogenic Effect 
-Samples from streams, as well as products of the coal 
hydrogenation process, were painted 3 times per week on 
the backs of mice Light and heavy oil products w ere mildly 
tumongemc Light oil stream, boihng below 260° C (500 


Pcnodicals on file in the Library of the Amencnn Medical Association 
may he borroned by members of the Association or its student omani 
ration Bcnucsts for pcnodicals should be addressed Library Anieiacan 
cdicfll Association Penodicil files coser 1956 to date for Englisn 
anpmge and 1958 to date for foreiffu language journals charge is 
made to members hut the fee for others is 15 cents in stamps for each 
S ,^"’"‘>'sals must not be kept longer than fisc days Pcnodicals 
piib ished by the American Medical Association are not nsailable for 
rn ng hut can be supplied on purchase order Repnnts as a rule an 
'be property of authors and can be obtained for permanent possession 
only fmm them 
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F ), and its denvibacs were without tumongemc action 
Samples boiling at higher tempertures, middle oil, Lgbt-oil- 
stream residue, pasting oil, and pitch product were all 
highly carcinogenic TTie degree of carcinogenicity increased 
and tlie length of the median latent penods decreased as tlie 
boiling points rose Dilution of pasting oil, application of 
bamer creams before pisting oil, or appbcation of xanous 
wash metliods after the oil reached tlie skin only slightly 
delayed tumor induction penods Simple w ashing w ith soap 
and wafer appeared to be as efficient as any treatment, but 
even tins merely delayed tumor production 

Health and Hydrogenation of Coal HI Industnal Hygiene 
—Air samples collected on filter paper showed tint air-bomc 
fumes dusts, mists, and droplets contnbuted to the ob¬ 
served contamination of the employees skin The 3,4-benz¬ 
pyrene present in all of tlie middle and heavy oil fractions 
ind in the air samples was used as a tracer matenal and 
was analyzed quantitatively by both visible light absorbance 
and fluorescence metliods Samples collected in locations 
distant from the pilot plant showed 3,4-benzpyrene in mi¬ 
nute amounts comparable with results reported in the air 
in Bntisb cities and in the Los Angeles area Based upon 
the resoilts of the air samples and upon systematic observa¬ 
tion of operating and maintenance procedures requinng direct 
liantlling of oily equipment corrective actions were taken 
Tliesc included extensive use of protective clothing and 
great emphasis on personal hygiene Corrective engineering 
work was undertaken to try to confine elTectively the oily 
materials inside the production equipment 

Health and Hydrogenation of Coal IV Control Program 
and Clinical Effects —For almost 2 centimes, physicians have 
known tliat exposure to some of the denvatives of coal may 
result in abnormalities of tlie skm The ideal control program 
to protect workers has not jet been developed, and despite 
die many elaborate precautionary measures taken, skan can¬ 
cers and precursor lesions occurred in 51 of die 359 coal 
hydrogenation employees An intense medical soirvey over a 
5-year period, revealed 63 abnormalities of the skin in these 
men Of the 60 tumors excised, 55 were saibjected to histo- 
pathological study resulting in diagnoses of 42 precursor 
lesions and 11 cancers of the skin The incidence of skin 
cancer was much higher than that reported previously in 
the literature No existing dati were located for companson 
to the incidence of these precursor lesions 

Hydrogenation of Coal —These comments on i cancer control 
program for a coal hydrogenation plant are based on expen- 
ence with a similar program for high-boihng oils from cata- 
lyhc crackang of petroleum The rapid appearance of skin 
cancer m coal gasification workers is compared with die 
absence of this problem in die catalytic cracking operations 
The apparent cose with which matenals can esc-ipc from the 
coal gasific ition unit plus the more frequent m iintcnancc 
work suggest a greater chance for cx-posiire to c-ircinogcnic 
oils than is associated vvidi catalytic cracking Chemical 
differences between die oils also seem apparent and skan 
contact wadi air-bome vapors and mists around the coal 
livdrogenation unit may be an important factor More hbcral 
use of oil impervious pmtccbve clodiing and a saipply of 
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clean miclorclotlies daily are Miggcstcd Comment}, on the 
expcnmental program cmpliasirc the <^em,.quantitative nature 
ot the biological test 

Atmospheue Pollution I Engineering Aspects-Vast as it is, 

our air rcsouice does not have an meshausliblo capacity for 
accepting and diluting air-bonie waste The problem tlireafens 
to norsen appallingly within (he present decade, tlianks 
largely to 4 factors expanding popuhtion, urbanization, 
industrialization, md scientific research By 1970, our popu¬ 
lation IS expected to increase by 25% Three of 4 of us 
mil be living m 10% of our land area Our Gross National 
Product IS estimated at $765 billion in 1970 is against 
todays $450 billion flic waste materials from a ventablc 
flood of new products and processes xvill be released into 
relativclj' small segments of the air mass—and there create 
new, and inevilabl)' more complex, air pollution hazards 
The sources and effects of air pollution are described, to¬ 
gether with the air-polIution programs of federal, state and 
local govcnimcnts 

4lmosphcric Pollution II Medical Aspects -In assessing tlie 
healtli effects of air pollution, it is recognized that this is 
but one of the sexeral important emaronmental sources, in¬ 
cluding occupational exposure and tobacco smoking, which 
insult the lungs These xanoiis insults are not discrete events 
but are continuous, comulative, ind additive phenomena 
throughout ones lifetime It is these characteristics which 
make identification and tiie quantitative assessment of the 
relative eontnbutioii to p.ithogenesis of each source very 
difRcult but at the same time very important Impressive 
British evidence to date suggests that the diseases most inti¬ 
mately involved wath ur pollution are chronic bronchitis 
ind emphysema Besides the more traditional research ap¬ 
proaches, it appears that painstaking and careful epidemio¬ 
logic studies offer the most promising tool in unfolding die 
pathogenesis md assessing the vanous causes of these dis¬ 
eases 


Mental Health and Industrial Change —Econoiiiic necessity 
has changed us from a society svlicre the indix'idual was part 
of a stable family group to a position where man has be¬ 
come an independent unit The sense of satisfacbon m 
completely producing an article has been destroyed, leading 
to a decline in personal responsibility for svork done Wlule 
society correctly feels that everybody has the nght to earn 
,i living, diis seems in many cases to have created die feel¬ 
ing that this nght does not bear any responsibihty regarding 
die xvork done A free societ)' requires that home, school, 
and community foster a sense of responsibihty and fulfill¬ 
ment of obligations There have been many failures here 
Industry, burdened xvidi diese failures, must decide hoxv 
best to handle tliem When industry assumes die responsi¬ 
bility of hinng a man it also has the obligahon to require 
from him an active assumption of responsibility regarding 

his work 


Chelating Agents and Occupational Diseases-The acbon 
mecliamsm of die newer chelating agents especidly calcium 
disodium ediylenediammetetraacetic acid (NasCa EDTA) and 
the penicillamines, is not as well known as diat of 2,3-dimer- 
eapto-l-propanol (BAL) Disappointments, uncertainties, or 
controversial results are due to diis fact Neverdieless, the 
introducbon of EDTA has been an important advance It 
has sbmulated the search for odier chelating agents that 
might be given orally The oral administrabon of Na,Ca 


THE LITERATURE 


jama, Sept 10, 1900 


EDTA for prevenhve or therapeutic puqioses cannot h 
recommended Tlie use of EDTA and odier cJ.elating agt 
m metal intoxieations other than lead poisoning is reuL 
entically Additional shidies are necessary to confirm pn 
iminarj' favorable reports, for instance on die treatment ( 
manganese poisoning with Na Ca EDTA Attention is d 
reeled to the local application of clielahng agents in cis( 
of arsenic dermatitis and chrome ulcers 


Glaucoma in Occupational Medicine -This stiidj, conduUe 
on 3,000 industnal employees, demonstrates that the routir 
use of a tonometer as part of a physical examination pn 
gram is pracbcal, safe, and \ aluable In xaew of die fact Ih 
glaucoma is present in its chronic form in approumate 
2 of ei'eiy 100 adults over die age of 40, early detection i 
this insidious eye disorder is essential if partial or comple 
loss of vision IS to be prex'ented in die later years of lif 
Occupational Medicine, through its rouhne physical exar 
inahon programs, has the opportunity to be a pnme fact 
in eradicabng the blindness uJiicli would odienvise resi 
from glaucoma in our future senior cihzens 


Archives of Pathology 

70 279-390 (Sept) 1960 


Siderosis in (lie Bantu 

T H Bothuell and B A Bradlow p 2' 

“Squamous Cell Nests of Pituitary Gland and Craniophaiyn- 

giomas —G M Goldberfi and D E Eshbiugh p 2! 

®PAS-Positi\e Stnichires of Nongljcogenic Character in Lncr 
H Popper and others p 3( 

“Responses of the Ln er to Injun 

I Post, A Klein and J Hoffimn p 31 

Arachnoiditis Ossificans 

U T Stager p 3J 

“Siher Stam for Fresh Tissues of the Nenons Ss>stem 
J C Stinson P 3J 

Pancreatic Damage Induced hi Eveess Methionine 

N Kaufman J V Klaiins and T D Kinnej p 33 

Temporal Lobe Epilcpsj witli Tumor-like Astroc>tosis 

I A Oppenhenn md D M Xlaeir p 33 

“Carcinosarcoma of the Uterus 

A R Tammes P 31 

•Effects of High Altitude on Chotesterol-Fed Rabbits 
P D Altland and B Highman p 34 

Bile Acid Composition of Human Bile from 3 Sources 

R B Failej Jr, E Brown, and M E Hodes P 35, 

“Porphobitinogen in Fresh Postmortem Tissues from a Case of 

Acute Intermittent Porphjria—S G Smith P 361 

Spleen and Liver in Anemia of Tunior-Bcanng Hamster 

G H Fnedell, J D Sherman, and S C Sommers p 36? 

“Carcinogenic Studies on Petroleum Asphalt Cooling Oil, Tar 
Fumes —W C Hueper and XV W Payne P 37. 

“Ost“oartlirosis in Mice Fed Diets Enriched wath Fats 
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Squamous Cell Nests and Craniopharyngiomas -The tbeor 
of ongin of craniopharyngiomas from embryonal squamou 
cell nests (Erdheim) was challenged by the fact that thes 
squamous cell nests have rarely been found in the hypopli 
yses of young individuals and were not idenbfied in pabent 
less tlian 10 years of age, although eraniopharj'ngiomas ar 
relatively frequently encountered in this age group In on 
study of 128 premature newborn and infants up to the ag 
of 4, nests of squamous cells xvere found m 4 new bon 
infants (3%) Tins fact is m favor of their being embr>'onii 
rests Hoxvexer, the tlieory of ongin from embryonic meta 
plastic epitliehum is sustamable The cluef obstacle to tbesi 
theones, namely die fact that squamous cell nests, altliougt 
frequendy present m adults, never could be demonstrated ir 
infancy or early childliood, appears to liaxe been remoicd 


PAS-Posibve Nongb cogenic Structures in Lner The 
tnbuhon of PAS posihxe matenal of nonghcog«^”’‘^ ‘ 
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in normnl intl nbnorm il liiimin nnd rit livers wns studied in 
rouhne pinlfin sections, supplemented by histocbemicnl 
rtactions In normal liver, such mateml is found in liver 
cells sometimes associated ssitb pigment, around sinusoids as 
polysaccharide ground substance, and in KupfTer eells Under 
abnormal circumstances, more PAS-posihvc material is 
found Some, particularly the pcnsinusoidal matenal is main¬ 
ly of carbohydrate nature Another part, mainly of hpid 
character is represented by droplets m liver cells and gran¬ 
ules in cytoplasm of h\ cr and KiipfTcr cells They are related 
to lysosomes m both cell types and frequently associated 
\satli pigments the droplets contain scnim proteins The 
hepatocellular granules seem to result either from breakdown 
or decreased metabolic activity The KupITer cell granules 
indicate phagocytosis The visualization of PAS positive 
nongl> cogcnic material in the liver assists in the recognition 
of tile intensity of cell injury and of pigment deposition 
and also accentuates other diagnostic features 

Responses of the Liver to Injury —The results of this study 
showed tint with advancing age there is a decreasing rate 
of healing in rat livers following acute carbon tctracbloridc 
(cell) poisoning Necrosis, which clears at 72 hours in 
younger animals, persists for as long as 120 hours after 
injury in aged and senescent animals Nuclear DNA distribu¬ 
tion (polyploidy) of the rat liver cell changes to higher 
ploidy groups during tlie life span of the rat and tlicrc are 
also marked shifts to higher classes after injury Nucleic acid 
synthesis after CCk injury declines with aging and these 
changes are most pronounced in the DNA fractions 

Silver Stain for Fresh Tissues of Nervous System —A simple, 
rapid method for silver impregnation of tissue of the central 
nervous system was developed, and fresh matenal or matenal 
preserved in alcohol or formahn was used With this method 
frozen sections of tissue were floated in sequence on the 
surface of solutions of ammonium hydroxide, silver nitrate 
alcohol, and formalin, rather than using the diamine silver 
hydroxide solution as in many silver impregnation techniques 
The histologic detail of tlio completed sections of tissue was 
good, and permanent sections could be prepared The time 
involved in completion of these sections, including sectioning 
of the tissues and preparation of the reagents, was 10 to 
15 minutes 

Carcinosarcoma of Uterus —The diagnosis of c ircinosarconi i 
of tile iitenis has long been the subject of considerable 
confusion It is felt tint a ngid definition of this histologic 
entity will he of value in the assessment of patliogcnctic 
prognostic, and tlierapeutic consider itions The term should 
he limited to those tumors of the uterus in which the paren 
ehyma and stroma of a single tumor become neoplastic 
and no heterotopie or dysontogenic elements are present 
Mhth this definition there would appear to be approximately 
50 valid eases in the world literature Two cases which 
satisfy the stnet requirements of diagnosis arc presented 
for consideration 

Effects of High Altitude on Cholesterol Fed Rabbits —Rab 
bits fed a cholesterol diet were exposed 23 hours daily to 
10,000 ft simulated iltitudc for a ma-ximiim of 17 weeks to 
'’tudy the role of hypoxia in the production of nrtenosclero 
'•IS Such rabbits showed much more severe pulmonary 
atherosclerosis th in ground level controls but lesions in the 
descending and abdominal aorta were milder The altitude 
group showed a much higher incidence of marked calcium 


deposits in atherosclerotic lesions involving botli tlie aorta 
and pulmonary vessels Hypoxia and pulmonary hyperten¬ 
sion are considered major contnbutmg factors m the increase 
in calcificabon and severe pulmonary lesions Senim cho¬ 
lesterol values of cholesterol-fed rabbits were higher in the 
groups exposed to altitude Tlie cholesterol diet caused a 
persistent anemia after 4 weeks m tlie ground level group 
and reduced the degree of polycythemia in the altitude 
group 

Porphobilinogen m Fresh Postmortem Tissues —This study 
was earned out to discover whether the distnbution of 
porphobilinogen in the postmortem tissues from a patient 
who died of acute porpliym differed from tint described 
m previously published studies Fresh non-formahzcd por¬ 
tions of liver, kidney, heart, muscle, brain (several areas) 
and also C S F were extracted using the ion exchange resin 
IRA 410 The porphobilinogen content of the extracts was 
assayed spectrophotometncally, use being made of the color 
developed with Ehrlichs reagent Absorption curves clnrac- 
tcnstic of porphobilinogen were found from liver, kidney 
and heart Tissue concentrations were 30, 24, and 17 micro- 
grams per gram of wet tissue, respectively None was found 
elsewhere 1 can find no previous reference to porpbobihno 
gen in the heart 

Carcinogenic Studies on Petroleum Products-Four road 
asphalts applied to the skin and injected intr imuscularly 
into rats and mice elicited cancers at the sites of administra¬ 
tion Air-blovvn roofing asphalt identically tested was non- 
carcinogcnic Rats and guinea pigs inhaling a paraffinic 
cutbng oil fog did not develop lung cancers, while mice 
painted and injected with the paraffin oil reacted with i few 
cancers Elintcs from activated carbon containing adsorbates 
of cllluonts from an oil refinery and from a cobng operation 
when applied to the skin of mice did not exhibit carcinogenic 
properties The experiments ire a part of a comprehensive 
study on the dissemination of industrial c ircinogcns m the 
human environment 

Osteoarthrosis in Mice Fed Diets with Fats —The aim of the 
investigation was to compare the articular effects of dietary 
vegetable oil with those exerted by dietary lard Mfiicreas 
in male mice of strain C57BL Jxx6, life long feeding of i 
stock diet supplemented with 25% lard accelerated the 
onset, increased the incidence, and accentuated the seventy 
of degenerative joint disease as compared with conditions 
seen in stock fed controls, feeding of a diet ennehed with 
25% cottonseed oil failed to injure the joints of mice thus 
fed It IS suggested that these dilfcrcnces in articular re 
sponsc arc related to dilfcrcnces in the systemic action of the 
animal and vegetable fat, respectively, and more specifically 
to their elfects on growth and aging of cartilage 
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Risks of EmergciicA Surgerj foi Acute Cholecystitis-One 
liiinclrccl h\entv-lliicc patients vvith acute cliolecsstitis, 
proved by microscopic eximination, underwent emergenev 
gallbladder surgerv’ at the Unn crsity Hospitals of Cleveland 
dunug the period 1950-1957 inclusive, vvatli a resulting 
mortalilv of 7% and .i complication rate of 14% Length of 
illness prior to operahon correlated directly with die risks 
of siirgcrv, however, ages of patients and types of operations 
performed were not significant factors Ninety-four pitients 
ill less than 4 divs prior to surgerj' showed a 2% mortality 
md a 6 % complication rate, while 29 patients ill more than 
4 days produced a 24% mortality and a 46% complication 
1 itc It IS concluded that emergency gallbladder operabons 
c irly in acute cholecystitis are as safe as elective surgery 
during acute cholecystitis, but that emergency opei itions 
late in the disease carry a prohibitive risk 


Collatcial Arteiial Ciiculation m the Legs —Collateial u- 
terial circulation was studied in the lower extremibes from 
100 full leg artenogiams augmented by information from 
scnal arteriograms taken of die iliac, mesentenc, and pelvic 
arteries by means of contralateral femoral artery injection 
of opaque medium Available for study were occlusions at 
v mous sites due to arteriosclerosis, trauma, and A V 
fistul.ic Free arterial flow was demonstiated connecting both 
sides of pelvis and forming a common artenal pool, which 
mastomosed wadcly wath the profunda femons artery In the 
piescncc of bilateral iliac and aorta obstiaiction, the supenor 
.md inferior mesenteric artenes supply blood flow to the 
pelvic pool In the thigh and lower leg a peripheral axial 
circulation develops and assumes a dovvnwaid course in 
1 C spouse to progressive occlusix'c disease in the main artenes 
The uorm.il arterial system xvith a central segment aiicl 
dichotomous branches changes to peripheral axial collateral 
minks which convey blood to the dist.d parts of the 
extremity 


Limb Salvage in Occlusive Arterial Disease -Extensive end- 
.irtcrcctomics, often extending dowm to the level of die 
mklo were undertaken as a last-resort procedure m an 
elfort’ to siilvage 25 limbs m 21 pabents 
arterial disease otherwise destined to .amputahon In 13 
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instances, actual or impending gangrene had been evident 
in 12 instances rest pain had rendered die limbs useless foi 
ambulation and required large amounts of pain medication 
Artenoselerotie occlusion or narrowing distal to die popliteal 
artery precluded the use of bypass procedures All patients 
Ind previously been subjected to lumbar sympathectomies 
Of 13 limbs with gangrene or pregangrenous clianges 6 
were successfully rehabilitated to useful status and did not 
require amputation Of 12 limbs widiout gangrene but with 
total incapacitation, 10 were salvaged Employment of this 
procedure lias widened indications for reconstnictive surgeq 
in extensive arterial occlusive disease of die lower c\ 
tremities 


Gangrene of Hand as Initial Sign of Cervical Rib-In a 
study of 34 patients with cervical nb, it was found that 4 
of the patients bad as initial signs ischemic necrosis of the 
upper extremitj' In a study of 25 patients wadi tiie scalenus 
anticus syndrome, it was found diat 14 patients had varying 
degrees of vaascular change but none had gangrene or 
ischemic necrosis Three of die pahents were operated on, 
and <at surgerv it was found that they had a significant 
compression of the subclavian artery The literature of the 
p.ist half-century has been revaew'ed, and it indicates that 
there are 2 dieones emploj'ed to explain the severe vascular 
sequel 1 One tlieorv has suggested that direct v.asciilar in- 
v'olv'ement is die cause, and die other theoiy suggests that a 
neurogenic cause is responsible It w.as our feeling diat direct 
compression of the irteiy by the ceiwical nb and die 
ineurj'smal dilatation distal to this compression w ere respon 
sible for the vascular changes 


Neciosis of Colon Following Resection for Abdominal Aortic 
Aneurv sms —Ischemia of a portion of the colon ifter re¬ 
section of an ibdominal aortic aneurysm has resulted in the 
deadi of 4 patients Clinical evidence suggests that ischemia 
of die colon after such procedures occurs m a significant 
number of patients without die tragic consequences seen in 
these 4 patients The artenal disease present in these patients 
imposes limitations on the capabilities of the collateral cir¬ 
culation of the colon, so maintenance of direct blood flow 
into one or both internal iliac .artenes is important Post- 
operatively hjTpotension, fever, and abdominal distention 
have consistently accompanied ischemia of the colon with 
necrosis Diarrhea associated widi persistent ileus should 
suggest die possibility of an ischemic colon Proctoscopic 
examination may furnish xasiial evidence of the suspected 
ischemia, and conelation of tins widi the patients clinic.al 
condition xvill permit early diagnosis and the surgicd treat¬ 
ment necessary foi surxav.il of these patients with necrosis 
of the colon 


peramylasemia Experimental Production -This stud) 
sents a possible exylanation of senim amylase elevations 
urnng in the absence of pancreatitis Such clev.ations have 
juently been observed m association with calculus disease 
die gallbladder and common bile duct, m the presence 
a common pancreabco-hiliary channel These conditions 
re simulated in the dog by ligation of the cysbc duct ami 
distal common bile duct Canine pancreatic juice vv.is 
reduced into dae bile duct at rates and pressures and m 
antities within the physiologic c.apabiliUes of the pancreas 
markable elevabons of serum amylase ^ 

ex-penments The lymphabes are not an ^ 

amykse transport under ll>«= ™ 

vations thos pto.lticell were IncSer anti net. itlnmea 
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more rapidly than tliose observed followang injection of 
comparable quantities of pancreahc juice intrapentoneally 
or retropentoneall) 

Concept of Cirrhosis of Pancreas —Diseases of tlie pancreas 
which lead to increased fibrosis and loss of parenchyma fall 
into 4 categories i e, inflammatory, metabohc-nutntional 
or toxic obstructive, and hemodynamic Clinical cases are 
presented exemplifying tlie first 3 of these types, and 
literature is presented to estabhsh tlie vahdit> of portal vein 
obstruebon as a 4th type An analogy is draxvn as regards 
ehology, chnical compheabons, and patliology in cirrhosis of 
tlie liver and the end stage effects of disease of these 4 types 
in the pancreas In both organs fibrosis occurs in an inter¬ 
lobular as well as intralobular pattern leading to replacement 
of parenchyma In both organs tliere are also regenerative 
processes, which in the liver take the form of bile duct 
prohferabon and m the pancreas of prohferabon of pan¬ 
creahc ducts Because of tins striking analogy the term 
cirrhosis of the pancreas is proposed to define the end stage 
lesion resulhng from the 4 types of disease processes noted 
aboie 

Achalasia of the Esophagus —Some reports have expressed 
dissahsfacbon with results of the Heller operation in treabng 
cardiospasm (achalasia of tlie esophagus), and vanous 
changes and addibons to tlie operahve procedure have been 
suggested This has prompted a review of personal expen- 
ence watli esophagomyotomy (a modified Heller procedure) 
in the management of tins condihon Pnor to 1960, a total 
of 108 patients had undergone esophagomyotomy for rehef 
of cardiospasm at tlie Mayo Clinic witliout a surgical deatli 
and with few postoperabve compheabons Follow-up studies 
ranging from 6 montlis to 10% years in 96 of these pahents 
showed sustamed symptomabc improvement in more tlian 
90%, with excellent or good results in 80% These findings, 
plus the low incidence of significant postoperabve esophageal 
reflux, justify conbnued use of this procedure w itliout further 
modificahon 

Gastroenterostom) and Pyloroplasty After Vagotomy —His¬ 
tamine dihydrochlonde suspended m beesw ax serx ed as an 
ulcerogenic shmulant and was injected into 3 groups of 
dogs (1 mg/lii for 28 days) Five of 10 control dogs dex'el- 
oped peptic ulcers and 4 of 10 dogs watli a previous 
pjloroplast) also showed ulcers at autopsy Twelve animals 
who received tlie same treatment after recovenng from 
vagotomy pyloroplasty remained free of ulcers Nine dogs 
of tlus group were converted mto vagotomy-gastrojejunos- 
tomy and receix ed, after complete recover), anotlier idenb- 
cal course of histamine injecbons All animals developed 
ulcers The duodenal loops of 3 dogs witli Heidenham 
pouches and gastrojejunostomy were perfused xvitli 1/10 
n NaOH This resulted in a marked rise in hydrochlonc 
acid secrehon from tlie pouches Lack of duodenal inhibibon 
IS offered as a possible explanabon for tlie high incidence of 
junchonal ulcers after gastrojejunostomy 

Heus of the Colon —Ileus inx olving primarily the large in¬ 
testine IS an infrequently desenbed entity of clinical signif¬ 
icance Tlie colon frequentl) becomes distended due to 
mechanical obstruebon or to interference with tlie blood or 
nene supply of the bowel, but dilatabon of tlie large 
intestine can reach massixe proporbons in the absence of 
any exident local cause This type of large bowel distenbon 
IS rex lew ed and 8 cases reported The eholog) of the colonic 


ileus XX as not exadent but an ossociahon xxitli prexious 
utenne surgery xxas noted m 3 and xvith infeebon somexxhere 
outside die peritoneal caxaty in 4 of the pahents Banum 
enema xxas an important aid m definmg die problem De¬ 
spite die absence of orgamc obstruebon, cecostomy for de¬ 
compression of the colon xxas necessary m 4 of these pahents 
to present or control perforation of the dilated boss el 

Resection for Diverticular Disease of Sigmoid Colon —Forty 
cases xxudi sigmoid diverbcular disease requinng operabon 
are presented and the indications, procedures, and compli- 
cabons discussed The padiologic finchngs, xxhen correlated 
xvith clinical data indicate a definite existence of colonic 
inflammatory changes xvhen localized symptoms appear in 
pahents harbonng knowoi diverhcula, xxhether or not signs 
of clinical mflammahon haxe existed The significance of 
such observabons is emphasized as a guide to selecbng 
cases for reseebon Folloxx-up informabon is excellent in 
36 patients traced ox'er a 6-year period, but longer observa- 
bon IS diought necessary to evaluate fully the possibilities of 
recurrence A summary of present indicahons for elecbvc 
operabon is gixen along xxath a note concerning the surgical 
pnnciples inx'olxed in resection 

lleorcctal Anastomosis in Ulceratix e Colitis —The operabon 
of total colectomy in the surgical treatment of ulcerabxc 
colitis has receix ed general acceptance by surgeons, but 
many pahents in spite of die nexxer ileostomy teeliniques 
and the development of dependable applnnees, are loadie to 
submit to a procedure that inxolves the formahon of a per¬ 
manent artificial anus As a result of this attihide too many 
patients are operated on only as a last resort The generally 
unsahsfactory results of segmental reseebon, anal ileostomy, 
etc delayed dexelopment of techniques designed to pre¬ 
serve the sphmctenc apparabis unbl interest xxas again 
shmulated by the work of Abel and Aylett m 1956 On die 
basis of a limited experience xx ith ileo rectostomy in 25 
patients, it appears that tins operation is feasible in selected 
cases and diat it can be performed xxadiout undue risk 

Pylonc Stenosis and Preoperative Preparation —A senes of 
consecubxe cases prepared for surgery xxithout the use of 
parenteral fluid therapy other dian blood is compared xxath 
a senes m xxliich intensive parenteral fluid dierapx xxas 
employed The use of oral ahmentabon is based on die 
concept diat die obstruebon found in cases of pylonc 
stenosis is due to die progressive edema of die mucosa and 
submucosa Postoperabve vomiting was twace as common 
in pahents treated xxath die more complicated parenteral 
fluid dierapy Tlie clinical impression obtained xxas that the 
more physiologic liydrahon by the oral route over an 18 to 
24-hour penod led to a smoodier surgical procedure xxath 
less stormy conx alcscence, less edema, and less free pen- 
toneal fluid A plea is made for simplification of the prepara¬ 
tion for pyloromyotomy 

Salute to Japan —At die 1959 meeting of the Japanese 
Medical Congress 30,000 Asian physicians and scientists 
xxcrc in attendance Tlie meebng xxas dixided info 40 dif¬ 
ferent sechons and a scienhfic exhibit Tlie session was 
opened by a speech of welcome from die Emperor of 
Japan The audior of die followang paper was asked to 
reply for die Amencons His papers on gastric cancer and 
peptic ulcer had been abstracted and translated into Jap 
ancse by 2 Fellows of the Mayo Foundation from Japan 
and was reproduced on colored sound film Comments arc 
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muk b\ somt of llie l.unncsc tss.ivisfs on improvttl mclli- 
iHls of piesctUtiifr cluuts uhI illusti itions A bnef tbstnssion 
<) llic meclinjf of llm Iipmcsc Cnslrocntorolofiit.il Society, 
It wliicli Di ^'.liters picscntccl a papci, is sivcn, and some 
of (fio dcImlUful customs of tlic Tapanese people ire de¬ 
scribed fbt anthoi presented pipeis at the United States 
Nasal Hospital it lokosuka ind U the Unuirsitics of 
1 iikiiok 1 , Chibi, and Nii^jafi 

Jipancse Medicine Todaj —T lie author had an uinistial op- 
poitinnfs to obsene mcdieme is it is taufthl and piacticcd 
m Jap in, since she was one of a smill Hroiip of foreign 
medioil guests who for the fiist time hid been invited to 
pirticipile 111 the Quadrennial Japan Medical Congress 
Medicil edueilion in J ipan is lapidlv changing in form 
from the Ccmiiii tvpe with whieh Western science was first 
nitrodiiecd into that country to <i system elosclv modeled 
ifler our own At the present time medical piactice is 
n ilionali?ed throughout the country F imiliar criticism con¬ 
cerning the propel remuneration of doetors and idcquate 
cue of patients is frequently heird The {ilnsieians income 
is indeed icmarkably low In tlie larger centers a high 
ciuahls of medical service and icscireh prevails, and valiant 
e (forts are made throughout the eountrs’ to conquer tuber¬ 
culosis and pai isitic diseise, W’hich arc still prevalent Of 
interest IS the fact that trulilional medicine, consisting of 
ictipunefurc and movibustion, is still wadcly practiced de¬ 
spite the f let that such tieitmcnts do not come under tlie 
Nation il Service Act Research aetiMtics arc largely directed 
igainst cancer, paiticulaily of the stomach, and cerebro- 
viscular disease both of which have been increasing at an 
ihnning latc 

Ruptiiics of Tinchca and Bronchi —The ease of a patient 
who sustained i closed tneheobronehial rupture by com- 
piessive injur) to the chest was leported in detail, and 90 
eases of similii injiuy found m the literature pnor to 
Jamiai-y, 1959, w'cre leviesved and analyzed The piesence 
of a tracheobronchiil tear was suggested bv peisistcnt Icak- 
ige of an, failure of the lungs to expand, or prompt return 
of collapse after an initial penod of expansion Bronchoscopy 
wMs confirmitor)' Diiect surgical repan was the treatment 
recommended This wns iiigently needed when leakage of 
air XV IS sufficiently large to interfere senously witli piil- 
monarx' xcnlilalion In general, eaily surgical repair w'as 
ifcsivahk, rarely none w'as required In miny cases complete 
strictures xseic excised and the lung picserved years after 
injury An incomplete stnctine was usually rccompanicd liy 
suppuration which required pulmonaiy resection 


Benign Neoplasms of Exti-ihepatic Bile Ducts -Symptom itic, 
surgically treated, benign neoplasms of the extrahepatic bile 
ducts, including the papilla of Vrter, are extremely raie 
Careful review of the literature discloses reports of only 5 
such c iscs Throe iddihonal cases aie reported from the 
Mayo Climc One patient had a recurrent multilocular 
cystadc noma of the common hepatic duct md 2 patients liad 
polyps of the papilla of ^h^ter The chmcrl picture produced 
by these lesions was dnt of intermittent biliary obstruction 
It IS impoitant for the surgeon to be mindful of the lact 
that Ijcmgn tumois may occur m the extrahepatic bile ducts 
or tlic papilla of Vatcr, so tliat a mchcal 2 

be performed until the histologic characteiistics of tlie lesio 

have been dclerminccl 


JAiMAjSept 10, 19G0 

Retrogiade Jejunogastric Intussusception -In tlie acute form 
ot retrograde jejunogastric intussusception after gasfnt rt 
sechon, the symptoms are tliose of liigli gastromtcs!i„d 
oijstruction In tlie chronic-recurrent form the symptoms are 
Jess distinct and consist of vague intermittent ibdomma! 
jaain, witli or without nausea and vomiting Treatment of 
tlie acute form is operative reduction of the intussusception 
or resection if tlie mtussusceptum in gangrenous A 57)cnr 
old white man had a subtotal gastrectomv watli Billroth 
Il-Polya anastomosis for a bleedmg gastric ulcer After the 
operation he did well, until the exception of pen-umbilical 
pain and tarry black stools on several occasions Thirteen 
montlis after the gastrectomy a hemorrhoidectomy w as tlom 
under spinal anestliesia because of bleeding prolapsed 
hemorrhoids Postoperatively he dex'eloped sei’ere abdominal 
pain and \mmiting Evplorabon on the 4th day after 
hemorrhoidectomy revealed retrograde intussusception of the 
efferent jejunum into the stomach The intussusception was 
gangrenous ind resection was necessary Recover)' was ini 
ev'entful 


German Suigeiy and Methods of Tiaimng —The autlior dis 
cusses tile status of German surgery in die ei a 1945 to 1960 
German surgery today has 5 charactenstics (1) It is no 
longer restneted to uwversit)' clinics, but is earned on 
increasingly in surgical departments in hrge city hospitals 
(2) surgical specialization, once rejected m Gemiany, is now 
accepted, (3) specialization has produced competent sur 
geons in such fields ns urology, neurosurgeiy', pediatric sur- 
gei")' and ordiopedic surgery, (4) anesthesiologv in Germany 
is now a definite surgical speciality, (5) die qiiahty of 
German surgery vanes considerably, but there are now men 
in all fields wdiose w'ork w’lll meet international standards of 
quality There are still too few’ surgical beds in hospitals 
md surgical clinics, too little expenmentaJ surgery’, too few 
university suigical clinics to accommodate surgical students, 
and too few facilities for postgraduate students fiom abroad 
But die outlook for the exciiange of German md Amencan 
surgical students is increasingly better 


Acute Upper Gastrointestinal Hemoirhage-4cutc upper 
gistrointestinal hemorrhage in patients 65 yeirs or older is 
rarely caused by a malignant lesion Mild (10 Gm Hgb or 
more) or seveie (71 to 10 Gm ) hemorrhage should be 
treated initially widi adequate transfusion and urgent sur¬ 
gery be performed only if bleeding continues, requiring 
more than 2,000 cc of blood to stabilize the patient after 
the ongmal transfusion necessary to return the hemoglobin 
to at least 10 Gm Massive hemorrhage requires rapid 
tiansfiision to 10 Gm or more, and if bleedmg docs not 
cease, urgent surgery' radier than continued transfusion is 
the preferred treatment Should the rate of liemorrhige he 
so rapid that rc-establishment of blood volume is impossible, 
emergency surgery is mandatory 


Lengthening Safe Time Interval of Inflow Occlusion -Tlic 
jffect of lowenng the cerebral venous pressure by external 
hamage during cardiac inflow occlusion was studied m 
lypothermic dogs In 4 dogs, there was no noticeable 
increase in tolerance to cerebral anoxia when com^pared to 
control group of 9 dogs In another group of 6 dogs I c 
venous blood drained from the supenor vena cav. u 
pumped into tlae femoral artery dnnng the time of nfo 
Dcelnsion This lengthened the tolerance of the 
anoxia from 20 to 25 minutes 
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99 833 986 (June) 1960 Partial Index 


Organization of Small Artenes of Hand and Digits 

E A Edwards 

P 

837 

Cartilaginous Tumors of Jaus and Facial Regions 

L V Kragli D C Dihlin and J B Ench 

P 

852 

PoljTnorplious Cell Tumor of Th>TOid 

V E Chesky C A Hclluig and J W Welch 

P 

857 

•Spontaneous Cliylothorax in Neomtal Penod 

E T Boles Jr and R J Izant Jr 

P 

870 

Mesentenc Cysts 

J R Ford 

P 

878 


Spontaneous Ch}lothorax in Neonatal Period —The authors 
report on 2 infant boys, 5 weeks and 4 hours old, who were 
admitted to Childrens Hospital in Columbus, Ohio, for 
ehylothorax Fourteen additional cases of chylothorax in 
infants, newborn to 4 weeks old were collected from tlie 
literature Chylothorax is a rare cause of respiratory distress 
in the neonatal penod The diagnosis is made on the basis 
of clinical manifestations of respiratory distress, evidence of 
pleural effusion by physical exammation and chest roent¬ 
genograms, and aspiration of chyle The etiology has not 
be estabhshed, but trauma during birth or congenital ab- 
normahbes in tlie thoracic duct system are tlie most rea¬ 
sonable possibihties Insufficient pathological or chnical data 
are available to determme tlie most probable causative 
factor Recoiery follows conservatise measures m most 
patients, wath reliance on repeated tlioracenteses to remove 
the ch)lo and permit expansion of the lung Nutntional losses 
must be presented by a diet adequate for normal gross'd! 
of the infant and replacement of losses m chyle Transfu¬ 
sions of albumin, plasma, or blood are important additional 
measures Thoracotomy svidi closure of points of leakage 
and bgation of the proximal duct is reserved for patients 
ssadi conbnuing large losses of chyle in sshom the prospect 
of nutnbonal deficits becomes imminent 


American Rev Respiratory Diseases, New York 

81 803 1012 (June) 1960 Parhal Index 


“Pulmonary Tuberculosis and Tetralogy of Fallot 

R H Betts T Thomas and H Gopinath 

P 

803 

“After History of Pulmonary Tuberculosis 

D W Ailing and E B Bosworth 

P 

839 

“Resection for Residual Tuberculous Cavities 

W R Webb J L Wofford and H K Stauss 

P 

830 

Calcified Hilar Ljmph Node 

J Storcr and R C Smith 

P 

838 

Intracellular Multiplication of Tubercle Bacilli 

H S Hsu and F A Kapral 

P 

881 

Tuberculosis Treatment and Control 

G M EcUc> and H R Draper 

P 

904 


PuImonar> Tuberculosis and Tetralogy of Fallot —Of 173 
patients watli some form of die tetralogy of Fallot who were 
seen at die hospital of die Chnsban Medical College 
Vellore, Soudi India 10 pabents, 20 to 37 years of age had 
actwe pulmonary tuberculosis Treatment of patients widi 
these associated lesions needs to be mdi\ iduahzed The 
preferable method is to treat the tuberculosis by chemo¬ 
therapy, after die tuberculosis has become stable, treatment 
of die cardiac lesion can be earned out wath an acceptable 
nsk Wien the pulmonary lesion requires surgical treatment 
indiiadual circumstances wall determine whether the pul¬ 
monary or the cardiac lesion should be corrected first Of 
die 10 patients 7 were operated on In one of diese, a left 
upper lobectomi and a simultaneous Blalock openhon w ere 


earned out wadi success In none of these pabents has diere 
been evidence of extension or reacbvabon of the pulmonan 
tuberculous process after a systeimc pulmonary artenal 
anastomosis for the tetralogy of Fallot 

After-History of Pulmonary Tuberculosis —In 564 pabents 
in 8 semi-mral counties m New lork State who had acbxe 
pulmonary' tuberculosis between 1938 and 1948, die disease 
was classified as imnimal in 130, as moderately advanced in 
211, and as far adxanced m 223 At die bme die diagnosis 
was made, die disease was far advanced among two-sevendis 
of the pabents less dian 39 years of age, and women pre¬ 
dominated over men m a rabo of 4 to 3 Among die pabents 
aged 40 years and older, the disease w as far advanced in 
diree-fifdis and men outnumbered die women in a ratio of 
3 to 1 Dunng the 11-year shidy penod die annual in¬ 
cidence of cases was found to decrease markedly m the age 
group of 14 to 29 years, to decrease moderately in the age 
group of 30 to 49 y'ears, and not to decrease m the age 
group of 50 years and older AVlien grouped according to 
the 3 stages of the pulmonary tuberculosis at the bme of 
diagnosis diere was a nobceable similanty in the follow up 
expenence of diese 3 groups from die 11th dirough the 15th 
anniversanes of die diagnosis, m each group dunng this 
penod diere was a small decrease m die proportion of pa¬ 
tients wath acbve disease, a smaller decrease in the propor- 
bon of pabents wath arrested disease, and minor increases 
in the proporbons of pabents who died of biberculosis and 
diose who died of other causes Both die relapse rates and 
the remission rates observed among the 3 groups of pabents 
tended to decrease as the lengdi of bme m the arrested 
or acbve state of tuberculosis increased An excess of deadis 
from causes beheied to be odier than tuberculosis was 
observed dunng the penod of study imong pabents classi¬ 
fied at the bme of diagnosis as having moderateK advanced 
tuberculosis 

Resection for Residual Tuberculous Cavihes —Tw o hundred 
pulmonary reseebons were performed in 188 pabents with 
noninfecbous tuberculosis and with cavitary residual lesions 
at die Mississippi Stite Sanatonum and die University of 
Mississippi Medical Center Jackson, Miss Of diese patients 
130 received initial treatment and 58 received retreatment 
wadi anbmicrobial drugs Of the 200 operations 136 were 
performed on patients who had received inibal treitment 
and 64 on pabents being retreated Follow-up shidy of from 
3 to 57 mondis showed about equal results in die inihallv 
treated and die retreatment groups so long as there was 
adequate drug control At diis bme, 175 (93 1%) appear 
to be free from disease as a result of surgical intervention 
and limited postoperabv e anbmicrobial therapv, wath a total 
of 7 deaths and 14 reactivations This regimen of rcsechng 
cavatary residual lesions appears prefenble to long-term 
inhmicrobial dierapy alone which latter allows a high 
incidence of early reachvahons and a late incidence equiv¬ 
alent to or higher than that reported in this studv 

Archiv fur khnische Chirurgie, Berlin 

293 683 794 (no 6) 1960 Pirtial Index 

Late Complicationi of Rennl Tiiberciilosis 

G Karcher p C83 

•Cor tnatmtum bivcntnculare 

R Glossier and A Sebauer ^ p 09*5 

Effoct of ProleoUiic Ferments on Human Scrum 

Marccraf and othepi p 703 
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irlenil oo/iuk n.is often iiicic.istcl in (he early stajics of 
operation, (Ins w.is more of a mnsanee tlian a clanger The 
fill m inliieiamal pressure was measurable at liimbai 
puneture No major lovie effeets oeeurred, only loeal re¬ 
actions weie noted m the vein used but these never pro- 
jjresscd to thrombosis The blood urea level rose and 
diuresis Ik sail slioitly after the infusion vas stirted, tlicre- 
forc, lire i should not be jjiven to patients with impaired 
renal fuiietion Apart from the nsefnlnoss of intiavenoiis 
injections of uica in br.un surj^ers, it miy also sers'e to 
tide oser a comatose patient until he cm be transferred to a 
iieurosurjiie il et liter, it mas sers’e for treatinj; “secoiid-day- 
sliimp” after crmiotomv, for patients with aeiitc head injiii^' 
or tiiberenlons meninf>;i(is associated w'ltli hiph intracranial 
pressure, iiid foi reliesang bempn mtiaeramal hvjicrteiision 
The most Iikclj mechanism for the reduction of intracr.anial 
pressure is bv means of a blood-brain birncr to urea 

New England Journal of Medicine, Boston 

2G2 1201-1250 (June 16) 1060 Pirtiil Indes 


P\ riiloMuL-lli spmisui Ammin 

\ I hr,lc\ A A Ltnr aiul W IJ C istlc p 12()‘) 

®Disnpp( irante of I’tclal Pulsts 

1 A DtWicM p 1214 

“Vilirio r< t'K Infccfion in Man 

R L Kaliltr and 11 Slicldon p 12ia 

Hij roid-Suppr< siion Test in Proenoiis of Hspcrtlisroidisni 
C E Cassul' and W P VaiidtrLaan p 1228 

Sotri Reactions lo Mcprotiainati and Proina/nu 

A J 7\\(i(lir p 1229 


Disappearance of Pedal Pulses —The uitliors report on 13 
patients ss'ith s>Tnptoms of intermittent claudieation but 
with readil}' palpable pedal pulses w'ho w'cre esammed at 
the University of Rochester Medical Center, Rocliester, 
N \ After pedal pulsations were recorded with the patients 
in a hon7ontal position, tlie patients were asked to nm in 
place at the rate of 140 to 160 steps per minute until 
claudication began The pulses disappeared watli tins e\er- 
cise in all the symptomatic extremities Angiography was 
performed on 11 of the 13 patients and show'ed parbal to 
complete arterial occlusion in the iliac or femoropopliteal 
irtenes of all Paras'ertebral lumbar sjanpatlietic-nen’e blocks 
w’ere performed on 3 patients and lumbar sympathectomy 
in another These interventions did not prevent disappear¬ 
ance of the pulses wath exercise Thrombendarterectomy 
w'as performed on 5 patients In 4 of the 5, the pedal pulses 
did not disappear wath moderate exercise postoperatix’ely 
It is recommended that an exercise test be performed on 
any patient wath symptoms suggestive of intermittent claudi¬ 
cation W'ho has palpable pedal pulses, before obstructive 
itherosclerosis is ruled out as a cause of the symptoms 


ibrio Fetus Infection m Man —The authors lepoit on 3 
en 54 to 67 years of age, in xvhom Vibrio fetus infection 
as obsers'ed at Johns Hopkins Hospital, Baltimore Two of 
,ese recovered, one died and autopsy was performed In 
veil of the 3 patients thrombophlebitis was a prominent 
imcal finding Blood cultures were positive for V fetus 
i all tlie patients Seventeen cases of human infection witli 
■ 'fetus were collected from tlie literature Such s>'inptoms 
s chills and fever were common, abortion occurred m 1 
f 3 pregnant women, subacute bacterial endocarditis ap- 
,cared to be present m 3 patients, and phlebitis xvas re- 
lortcd in 2 The route of infection and the pres'alence o 
.ubchnical infection is not known 
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Tt Sari,?TT“s Calcification or Odditis 
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Splenic Rupture m Infectious Mononucleosis-Tw o cases of 
ruptured spleen diinng infectious mononucleosis, a senous 
complication in a chsease usually considered benign, in 
rejrorted In both patients (a 29-year-old man and i 21 
\car-old woman) tlie sudden onset of abdominal psin siid 
of tenderness of tlie palpable spleen were indicitions for 
splenectomy The splenic capsule was ruptured in botli pi 
tients and contained hematomas The 2 patients recoxcrul 
Analysis of tliese cases and of 39 others reported in medical 
literature suggests tliat complete or incomplete splenic nip 
hire IS not exceptional during iiifechous mononucleosis 
Wliether the sj’mptoms appear in a climeal picture still uii 
diagnosed, or w'hether if is a spontaneous accident after a 
trauma, splenic rupture in a young adult (between the ages 
of 16 and 29 years) should be interpreted as a sign of 
infcchoiis mononucleosis Conversely, any abdominal pain, 
my sj'mptom of hemopentoneuin oi vascular collapse daring 
i diagnosed mononucleosis should call attention to the possi 
Inhty of this dangerous complicahon Hemopentoneum is 
always tlie outcome in such circumstances and splenectomx 
IS necessary Of the pahents reported in the littrature, the 
9 W'ho did not undergo splenectomy died The authors xx.m^ 
.ibout a possible .apparent remission w'hich might disguise 
the rupture and lead to tlie institution of corticotlierapy 
Emergency splenectomy is indicated whether for acute cap 
siilar niphire or for nonniptured subcapsular licmatoma 


Revista espan obstetricia y ginecologia, Valencia 

17 49-104 (March-Apnl) I960 


Biiults of Medital Trcahiient in Eclampsin 

H L Fernandez 1’ 

Recurrent Diaphragmatic Hernia in Successive Preginncits 

A S Ibanez and J Zaniimego P o’ 

"’Dangers of Discontinuous Injections of Osylocin 

J M BHzqnez P 


Dangers of Discontinuous Injections of Oxytocin —The prob 
able relabonship between pennatal mortahty and the admin- 
istrahon of disconhnuous injections (single intramuscular or 
subcutaneous mjechons) of ox'ytocin to patients in labor was 
studied by analyzing 1,839 chmco-obstctnc records The 
1,839 pahents studied had 5,526 children of whom 312 
(56%) died before,'during, or after labor In 75 (24%) 
of tliese 312 cases there was posihve informahon that tlie 


ther had leceix'ed an injection of posterior pihntary cx 
ct by either intramuscular or subcutaneous route Four 
;es are reported as illustrahons of tlie grax-e accidents 
ised by the injection of oxytocin Each of these 4 pahenh 
d received only one mjechon of posterior pituitary extnc 
0 Voegthn units at the most), xvhich was enough to cause 
uterine ruptures, 1 of them fatal, and 2 senous dystocia 
til tlireat of rupture It is concluded tliat the use of 
igle injechon of oxytocm is harmful to the motl.er a 
nshtutes a factor in pennatal mortality' It is adx'ised ^ 
ytocin should be administered by endovenous P, 
luted soluhon and under constant medical control 
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WASHINGTON NEWS 


Administration Promotes Health Plan 
Congress Ends Session 
Physicians’ Radio Band Rejected 
Physician Political Group Formed 

STATES URGED TO MOVE ON 
HEALTH PLAN 


The Administration urged the states to carry out 
the new program approved by Congress for helping 
the aged meet health care costs 

Arthur S Flemmmg, Secretary of Health, Educa¬ 
tion, and Welfare, said his department was pre- 
panng to confer with the states and advise them on 
how to ]om m the program The states plans must 
be approved by HEW before tliey can take effect 
Flemmmg said he planned to wiite letters to the 
governors of all states pointing out what they “can 
do m offermg help for the aged, under the new 
program 

The cabinet official said he was not sure every¬ 
one was aware of the magnitude of” the new 
uederal state plan to help older persons with their 
medical hospital costs 

Though some opponents of the voluntary plan 
have contended it wouldn’t work because the states 
could not afford to put up them share of the cost, a 
breakdown on eshmated expenditures for the first 
year show'ed that the federal government would 
put up $202 million and the states only $60 million 

The health care plan, passed by Congress just 
before adjournment, does two thmgs (1) It strength¬ 
ens the existing old age assistance program by 
increasing federal contributions for medical pay¬ 
ments, and (2) it sets up a new' federal-state plan 
for aidmg elderly people not on old age assistance 
but whose mcome is madequate to finance all of 
their health care costs 

The issue of medical care foi the aged became 
embroiled m election campaign controversy Sen 
John F Kennedy (D, Mass), Democratic Party 
standard bearer referred to Vice-President Richard 
M Nixon, and the GOP as ‘the man and tlie part}' 
wlio oppose medical care for the aged ’ 

The charge brought a reply from HEW Secretaiy 
Flemming that Kennedy was completely distorting 
the facts The Kennedy speech, said Flemmmg, 
oumed me up ” 

Meanwhile, the National Associabon of Life 
Undenxriters asked Kennedy and Vice-President 
Nixon to express their views on Social Securitj' 
legislation The organization said United Auto 
Workers President Walter P Reuther once told a 
Congressional committee that complete federal 


Social Securitj' xvould ‘deemphasize’ piivate insiu- 
ance plans and ultimately wipe them out” Ken¬ 
nedy xvas asked by the group if his stand on Social 
Securit)' coincides w'lth Reutlier s The Vice Presi¬ 
dent, who has repeatedly assailed the Social Se¬ 
curity approach to health care financing, xvas asked 
‘for any comments he might care to make’ 

The AFL-CIO called the Congressional passage 
of tlie health care bill ‘only a temporarj' and at 
most short-lived victoiy’ In an editonal m tlie 
AFL-CIO News, the labor organizabon said The 
issue of health care for the aged has not been solved 
by the Senate vote, it w'lll play a major part m tlie 
election campaign A shift of four votes' m tlie 
Senate xvould have provided tlie margin of victorx' 
for a decent, meanmgful program These votes can 
be changed at the polls in November ’ 

In another development, an msmance company 
executive predicted tliat 80 per cent of the aged 
xvho need and xvant health msurance xx'ill be pro¬ 
tected by 1965 Donald D Cody, a vice-president 
of the Nexv York Life Insurance Co , told an Amen- 
can Bar Associabon Meeting that Congress should 
prox'ide medical care only for those elderly persons 
‘xvho cannot provide reasonably for themselves’ 
“The real potential for the coverage of the aged 
lies in the contmuation of group insurance benefits 
for retirees xx'here the employer can share m the 
cost of the benefits, thereby reducing the contn- 
buhons of the retired emplove himself to a reason¬ 
able lex'el,” said Codv 


CONGRESSIONAL SESSION ENDS 

Congress took action during its past session on 
many bills of interest to the medical profession In 
addibon to the health care for the aged bill, an 
important bill long backed by the Amencan Medi¬ 
cal Association xvas enacted This requires mforma- 
tix'e labeling of household substances that could be 
hazardous if eaten or ignited 
Another safety bill sent to the IWiite House gives 
the gox'emment poxver to establish tolerances on 
tlie amount of color additives that mav be used in 
products The measure flatlv prohibits use of any 
color addibve capable of causmg cancer in man or 
animal 

Medical schools and other insbtutions max' bene¬ 
fit from a bill that authonzes up to 15 per cent of 
appropriabons for federal medical research grants 
to be used for grants to non-gox'emmental msbtu- 
bons for general support of their research acbxabes 
and facdities Prexaously, all research grants had to 
be for specific research projects 

A major bill affecbng tlie medical profession 
(Continued on next page) 
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Congressional approval tlus^eai 
and will have to start the legislative course all n f, 
again vvlien Congress reconvenes in Januari' TL 
IS the JCeogh-Siippson bill to encourage the self 
employed to set aside savmgs for retirement d! 
spi e backing by the A M A, and mostbusay, 
and Iiealth groups, the Senate did not act ontb 
bill, winch had cleared the House and the Senate 
finance Committee by top-heavy votes Consre^ 
also did not get around to proposals for federal aid 
tor medical school construction and expansion 


MEDICAL RADIO FREQUENCY 

The Federal Communications Commission k 
decided for the present not to assign specific radio 
frequencies for exclusive use of tiie nations pb 
sicians 

Frequency demand and availability does not 
justify an allocation for a new medical emergenci 
sei vice, said the FCC The agency added, however, 
that alternative means of providing such a semcc 
are undei consideration 
The American Medical Association had aslei 
the FCC to change its rules so that the medicid 
piofession could set up a private, two-way radio 
service known as Physicians’ Radio Service 
Such service is needed not only in loutme prac 
tice, but also for use m mobilizmg physicians dur 
mg periods of emergency, the A M A had told 
tlie FCC 


DOCTORS’ GROUP FOR NIXON 


Formation of a Doctois’ Committee for Nixon 
Lodge with 11,500 members m all 50 states was 
announced It is headed by Dr Elmei Hess of Erie, 
Pa, an mtemationally kmoxvn urologist and foniici 
president of tlie Ameiican Medical Association 
“As physicians,” Di Hess said, “we have a gre.il 
stake in the outcome of the election Nov 8 B} 
supporting Vice-President Richard Nixon we rat 
help assuie the conhnuation of medical freedom w 
this countrj^ The Vice Piesident will Jiave a pro 
gram assming adequate medical care without sc 
ciahzed medicme it he is elected ” 

Dr Hess said additional physicians will be askei 
to join the Doctors’ Committee The lesponse tc 
date has been overwhelming, he said 


MISCELLANY 

Food and nutiition expeits fiom 17 countries me! 
n Washmgton to develop better u'ays of solvinf 
he cnucal food problems that still exist in mnn' 
ueas of the world Theme of the eigbt-day con^ 
ince of the Fourtli Aimed Forces Internal l 
Nutrition Conference was freedom from 
Four national courses to tram medical and / . 
Deisonnel for emergency services will be held d 
ns the current fiscal year by toe U b r ^ 
Hlfalth Sei vices and the Office of . 

Mobilization Three of the 
Eor die first time These will be for ^, 

istiators, registered t: 

health personnel The fourth is _ ^wicii' 
basic health mobilization training or p ) 
and healtb-related f 
duced to the public last ^pnl, ° 

All courses cover basic «vi detens 
current information on biological, 
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radiological warfare, and community disaster plan¬ 
ning Applications should be made tlirough State 
Civil Defense Directors 

Courses scheduled are 

1 Health Mobilization Program for Emergency 
Hospital Management,” Dec 4-9, 1960, OCDM 
Eastern Instructor Trammg Center, Brooklyn, N Y 
(Course carries professional endorsement of the 
Amencan Hospital Association) 

2 ‘Nursing Aspects of Health Mobilization,” 
April 23-28, 1961, OCDM Staff College, Battle 
Creek, Mich 

3 ‘Environmental Health Aspects of Healtli 
Mobilization,’ April 23-28, 1961, Battle Creek, 
Mich (Courses 2 and 3 held concurrently to per¬ 
mit joint sessions m some subjects) 

4 Health Service Aspects of Health Mobiliza¬ 
tion,’ May 7-12, 1961, OCDM Eastern Instructor 
Training Center, BrooUvn, N Y 

The Atomic Energy Commission reduced by 
two thirds tlie lifetime radiation dose atomic work¬ 
ers may receive, but emphasized that tlie lowering 
of permissible exposure did not mean that expo¬ 
sures at present levels have done any harm 

Congress approved a contributory health msur- 
ance program for an estimated 415,000 aheady- 
retired federal workers The government would 
contribute undei the voluntary plan part of the 
cost of the msurance, as it does for current em¬ 
ployees under the new program that went into 
effect this year 

Americans averaged five visits a yeai to their 
physicians durmg the two-year penod ending June 
30, 1959, according to a National Health S^urvey 
report The rate was 851 6 million visits a year City 
dwellers went to physicians moie often than those 
living in rural areas, and women more frequently 
than men 

Unemployed Americans over age 45 aie finding it 
easier to get jobs, the Labor Department notes 
State employment services found jobs for 1,205,000 
workeis in tins age group durmg the fiscal year 
1960, 102,000 more than the year before The rise 
was attributed m part to a govemment-pnvate 
drive to encourage hiring of oldei persons 

The Food and Drug Administration made final 
an earlier proposal to require vitamin preparations 
contammg more than 0 4 mg of folic acid per daily 
dose to be labeled for sale only upon prescription 
The acid, not m itself harmful, has been known m 
sufficient quantity to mask the symptoms of per 
nicious anemia 

Dr Nathan B Eddy, authority on drug addiction 
md inalgcsic drugs, retired from the U S Public 
Health Service after 21 years service The 70-year- 
old physician planned to continue on a consultant 
basis his work on development of pam-killmg drugs 
that will not cause addiction 

President Eisenhower declared tlie world is ap- 
proiclung aactory over two ancient enemies—hun¬ 
ger and malnutrition In an address before some 
-)500 nutntion experts attending tbe Fifth Inter¬ 
national Congress on Nutntion m Washington, 
D C, tlie Chief Executive said, ‘ tliere have been 
no major famines in the free world dunng the past 
dreade, and to mv knowledge tins cannot be said 
ot am previous decade The world must realize,’ 
said the President, tint food is no less powerful 

^an rockets is a v c ipoii for peace ’ 
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GENTLE STIMULUS...FOR POSITIVE RESULTS 


PERi-COLACE 

DIoctyl sodium sulfosuccinate and anlhraqulnone derivatives from cascara, Mead Johnson 

in management of constipation 


Pen-Colace induces prompt, positive yet gentle 
results in constipation through the synergistic 
action of its ingredients 

1 Peristim,® a mild laxative, " exerts its peri¬ 
staltic stimulating action directly on the large 
intestine, via the blood stream 

2 Colace,® a non-laxative stool softener, main¬ 


tains hydration of the fecal material as it passes 
through the intestinal tracts 

Available as Peri-Colace Capsules, bottles of 30,60 and 
250 Peri-Colace Syrup, bottles of 8 oz 
Bibliography 1 Latnphier, T A, and Lyman, F L J Internal 
Coll Surgeons 31420 423 (April) 1959 2 Smigel, J 0. 
Lowe, K J Hosp, P H, and Gibson, J H M Times^lSZi 
1526 (Dec) 1958 


Mead Johnson 
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MEDICAL NEWS 


CALIFORNIA 

Psychiatnc Meeting in Coronado —The Southern 
California Psychiatnc Society, Southern California 
Distnct Branch of the American Psychiatnc Asso¬ 
ciation, uall hold its eighth annual convention 
Oct 21-23 at the Hotel del Coronado, in Coronado 
This annual scientific meeting has been the forum 
for the introduction of new ideas m psychiatry and 
ps)'chosomahc medicine for psychiatnc specialists 
and other physicians in the Southern California 
area for several years The program will include 
workshops and scientific papers on child psychiatrv 
and delinquency, psychosomatic medicine with ref¬ 
erence to ulcer and coronan' disease, and general 
psychiatr}' For information, write Dr Robert A 
Solow, 427 N Camden Dr , Beverh Hills, Calif 

Grant Aids Virus Studies —Reseaich piojects to e\- 
plore wruses have been aided by the March of 
Dimes Grant from the National Foundation to the 
Virus Laborator)' on the Berkeley campus of the 
Universih' of California The laborator\' undei 
the direction of Wendell M Stanley, Ph D , Nobel 
Laureate, has received contmuous support fiom the 
March of Dimes Funds since its opening m 1949 
Dr Stanley and his associates are investigating the 
chemical differences present in the three ts'pes of 
poliovinis, and viiologists are looking for ways to 
improve the accuracy in estimating the infectivit\ 
of vims preparations In another project aided bv 
the National Foundation, they are investigating the 
mechanism of virus reproduction in infected cells 

Society Neus—The 1960-1961 officers of the Los 
Angeles Radiological Society elected in June to take 
office on Sept 1, 1960, and serve until Sept 1, 1961 
are president. Dr Robert E Rickenberg, vice- 
president, Dr Robert B Engle (Pasadena), treas¬ 
urer, Dr Denis C Adler, secretary'. Dr M^alter L 
Stilson, and member of executive committee for 
three years. Dr Putnam C Kennedy (Glendale) 
Tlie Los Angeles Radiological Societx' meets the 
second Wednesday of September, November, Jan- 
uar\', April, and June at the Los Angeles Countv 
Medical Association Building —Officers for the 
Los Angeles Obstetncal and Gynecological Society', 
Inc, for 1960-1961 are Drs John L Caspar, presi¬ 
dent, Leon J Shulman, vice-president, Keith P 
Russell, secretary'-treasurer, Richard L French 
(North Hollywood), senior councillor, George A 


PJi>sjcians arc in\ited to send to this dcpirtment items of news of 
Rcneral interest for example those rehtinp to societx activities new 
^ospuah etluca ion and public heilth Pmcrains should be rectived 
t^ast thret wt(ks before the date of meolinc 


Macer (Pasadena), junior councillor, and Robert F 
Kelly, junior councillor Dmner meetmgs, with a 
scientific program, are held on the second Tuesday 
in September, No\ ember, Januarx', March, and Mav 

FLORIDA 

Navy Research and Development Clmic —Undei 
combined sponsorship, a Nax'x' Research and De¬ 
velopment Clmic will be held at the U S Nax'al 
Air Station, Pensacola, on Dec 7-9 The purpose of 
the clinic, which xvill compose an opening general 
session and a senes of panel discussions, is to bong 
together representatives of science, education, and 
industry' with top Nax'y' Research and Development 
personnel The program will include a comprelien- 
sive panel on sjDace medicine Blank secunty' access 
request forms and final details of the program max' 
be obtained from N R &. D C 4-60,1002 3 Florid i 
Nabonal Bank Bldg, Pensacola, Fla 

ILLINOIS 

General Practice Meeting in Chicago —The Illinois 
Academy of General Practice xx'ill hold its annual 
scientific assembly at the Momson Hotel, Chicago, 
Sept 26-29 Dr John C Smith, Cicero, xx’ill open the 
first scientific session the afternoon of Sept 27 xxath 
xvelcoming remarks The folloxx'ing papers xvill be 
presented bv out-of-state paiticipants 

DixerticuJosjs xnd Dixerticulitis of the Colon Dr diaries 
W Mi)o Rochester Mmn 

Neu Frontiers Opened Up b\ Anabolic Steroids, Dr James 
K Marbns Eau Claire Wis 

T«ent)-Fi\c 'itars Experience with Pincreititis, Dr Jacob 
G Probstein, St Loins 

Treatment of Mongolism and Otlier Retirdition Dr Henr) 
Turkel, Detroit 

The Exisperatmg Pitient Dr William F Sheclex Wash 
ington D C 

Prichcil Considerations in Pediatnc Respirators Infection 
Management, Dr Howard V Kiider, Indianapolis 
Pithogenesis ind Treatment of Thromboembolic Disease 
Dr Eugene E ChITton New ^ork Citx 
Trcibnent of Lixer F iiliirc Dr Keith S Henley, Ann Arbor 
Mich 

Recent Ads inees m the Medical M inigemcnt of Alcoholism 
Dr p'red E LassTenec, Indianapolis 
A Rational Approach to Diagnosis and Treatment of Viilso- 
Vigiiiihs, Dr Piul R Kearns, States-salle, N C 
Using the Pulmonary Eunetion Test in Diagnoses and Trcit- 
ment Dr Joseph F Tomashefska Cohimlnes Ohio 
Adsance in tlic Treatment of Sts ere Asthma and Emphs- 
scmi, Dr Artliur Olson Roehester Mmn 
The Problem of Bronchiolitis ind Pneumonitis Dr John H 
Seahurs, Ness Orleans 

The mormng of Sept 29, Dr Edwin R Levine 
Clncago, xxnll moderate a panel discussion, “Nexx’cr 
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Development m Tieatment of Pulmonary Drsease” 
E\lnbits aie planned Ten boms of category I credit 
null be gn^en foi attendance at the academy’s 
scientwc assembly For mformation, ^vllte the Ilh- 
nois Academy of Geneial Piachce, 1400 E Tachson 
Blvd, Chicago 4 

Clncago 

Annual Surgical Dinner -The 60th annual dinnei 
of the Chicago Surgical Society and the 32nd annual 
Arthur Dean Bevan Lecture are scheduled for Oct 
7 at the Kmckeibocker Hotel The Bevan Lecture 
will be presented by Dr Robert M Zollinger, chair¬ 
man, deparbnent of surger>% Ohio State Medical 
School, Columbus The dinnei will begin at 6 30 
p m For information, write Dr Robert L Schmitz, 
55 E Washington St, Secretaiw 


MEDICAL NEWS 

LOUISIANA 


JAMA, Sept 17, igco 


Dr N ee Named Chairman for New Department- 
Dr Charles M Nice Jr, professor of radiology at 
Tulane University School of Medicine, New Or 
leans, has been appointed chairman of the newlv 
created department of radiology Radiology has 
been a division wtbin the department of medicine 
and Dr Nice has headed the division for the past 
two years Dr Nice received his degree m medicine 
m 1943 from the University of Kansas, his master 
of science degree m 1948 from the University of 
Colorado, and his doctorate m 1951 from the Uni 
versity of Minnesota He joined the Tulane faculty 
in 1958 

MARYLAND 


INDIANA 

Essay Award Established —The Indiana Neuropsy- 
chiatric Association has established a Dr E Vernon 
Hahn Memoiial Awaid, and the following rules 
apply 


Fourtli Lloyd W Ketron Lecture-The fourth 
Lloyd VV Ketron Lecture will be delivered by Dr 
Aaron B Lemer, professor of dermatology, Yale 
University Sebool of Medicme, New Haven, Conn, 
at the Jolins Hopkins Hospital, Baltimore, Oct 4 
The btle of Dr Leiner’s lecture will be “Melanin 
Pigmentation ” 


1 Esstiys md) be submitted under any subjeet m psychiatry', 
neurology, or ncurosurgciy' It is recommended that the 
essay be an intensive study in a limited area, and up to 
2,500 words in length 

2 The contest will be limited to junior and senior students 
at tlie Indiana University School of Medicine 

3 There will be one pnze of $250 

4 Entries w ill be judged on the basis of evidence of inde¬ 
pendent thought or work, thoroughness of study and 
references, style, and organization Independent research, 
w'liether in the hboratory, clinic, or the library, is the 
essence of the contest 

5 A committee W'lll serve as the judges of the papers Sub¬ 
mission of the papers to the chairman of the committee 
should be on or before Dec I 

6 The presentation of tlie wanner and prize would take 
place at the January, 1961, meeting of tlie Indiana Neuro- 
psyehiatne Association 

7 Members of tlie Indiana Neuropsycliiatnc Association wall 
serve as advisors for any student 

8 All essays must be typewritten, double spaced witli mar¬ 
gins of one inch The onginal and three legible copies 
must be submitted 

For information, wiite Di Dwight W Schuster, 723 
Hume Mansur Bldg, Indianapolis, Chairman 

Indiana University Receives Research Grant—An 
expanded piogram of neive-cell research at Riley 
Hospital, Indiana University Medical Center, In¬ 
dianapolis, will he made possible By a giant of 
$239,000 fiom the John A Hartford Foundation, 
New' York City The research, under the directira 
of Dr Leslie W Fieeman, will be aimed at estab¬ 
lishing all the factors that are mvolved in neive-cell 
degeneiation and regeneration 


MASSACHUSETTS 

Fellowship Offered to Saudi Arabian Physician- 
A physician from Saudi Arabia or from another 
Middle Eastern country ivill be able to study public 
liealtli and preventive medicme at the Harvard 
School of Public Health next year under a fellow¬ 
ship provided by the Arabian American Oil Com¬ 
pany Tuition, hving expenses, and other fees will 
be paid for one year of graduate study The purpose 
of the fellowship is to “assist in the improvement 
of health conditions in Saudi Arabia and the Middle 
East by preparmg a basically tramed physician foi 
a career of leadership in public health and preven¬ 
tive medicme ” The recipient will be under no obli¬ 
gation to ARAMCO For mformation, wite the 
Registrar, Harvard School of Public Health, 55 
Shattuck St, Boston 15, Mass, to whom applica¬ 
tions must be returaed not later than Jan 31, 1961 

MISSOXPRI 

Medical Student Loan Fund-Establishment of a 
peimanent revolving fund to provide loans to 
Missouri students in medical schools who lefgiiire 
financial aid to complete their education has been! 
announced by die Missoun State Medical Ass^cia-) 
tion, which has appropriated an initial $25,000 to 
launch the program The fund ivill make loans, 
ordmaiily not to exceed $1,000 in a single year, to 
any quahfied permanent resident of Missoun who « 
eni oiled, or accepted for enrollment, in any of tlie 
nation’s 85 accredited medical schools Loans m 
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be repayable in four annual installments begmmng 
one year after tbe student enters medical practice 
The purpose of the fund is to help assure an m- 
creasmg suppl)' of physicians for Missouri, par¬ 
ticularly in many rural areas where a shortage of 
doctors e\ists ” Loan application forms may be ob¬ 
tained from the deans of the state’s three medical 
schools or directly from the associahon office, Mis- 
soun Building, St Louis 

NEW YORK 

Faculty Promotions —Five members of Albany 
Medical College’s basic science faculty have re¬ 
ceived promotions Headmg the list is Dr Victor N 
Tompkins, assistant commissioner of health for the 
State Health Department, who was promoted from 
associate professor to professor of pathology' Dr 
Tomplons, who directs the State Health Depart¬ 
ment’s Division of Laboratones and Research, is an 
alumnus of Albany Medical College, class of 1938 
Ira Rosenblum, Ph D, formerly an assistant pro¬ 
fessor, was named associate professor of pharma¬ 
cology' Three men were promoted from mstructor 
to assistant professor Dr David W Smton, in 
patliology (neuropatliology), Larry' J O’Brien, 
Ph D, in physiologs', and Di William R Stoll, in 
pharmacology' 

Research Laboratones for Syracuse —Tlie U S 
Public Health Ser\'ice has approved allocation of 
$1,836,105 to assist in the construction of research 
laboratones in the State Umversity'’s new Teachmg 
and Research Hospital, accordmg to Carlyle Jacob¬ 
sen, Ph D , president of the Upstate Medical Center 
and dean of the College of Medicme An additional 
sum of $104,926 has been approved toward the pur¬ 
chase of scientific equipment m these laboratories 
The sums were awarded by tlie Public Healtli 
Sen'ice at the recommendation of the Health Re¬ 
search Facilities Council The council was maugu- 
rated simultaneously ivith the passage of legislation 
by Congress m 1956 to assist institutions m increas¬ 
ing research facdibes Tlie council consists of 12 
individuals from the field of medical research, and 
Congress annually appropnates $30,000,000 in sup¬ 
port of this program The total amount of funds to 
be spent on research facilities in the new state 
hospital will amount to $4,000,000 The Public 
Health Sers'ice grant was awarded on a matching 
basis Estimated cost of tlie Medical Center con- 
stmction, including hospital and outpatient facilities 
and the research wmg is $22,000,000 The research 
areas to be built iwHi tlie assistance of the PHS 
grant are the fourtli, fifth, sixth, and seventh floors 
of the research laboratory' wmg of the hospital and 
"all involve the departments of gy'necology', medi¬ 
cine, obstetncs, ophthalmologi', otolary'ngology'. 


pediatncs, preventive medicme, psychiatry, and 
surgery' 

New Sub-Departments in Medical School —The 
cieation of two new sub departments awthm the 
department of medicme at Albany' Medical College 
has been announced bv Dean Harold C Wbggers 
The specialties m which the units were established 
are renal diseases, with Dr John E Kiley' as direc¬ 
tor, and rheumatology, iwHi Dr Curtland C Brov'n 
Jr as director Tlie formation of the two sub depart¬ 
ments was done m recognition of the grov'mg need 
m nortlieastem New York for expert teachmg re¬ 
search and care m the fields of kidney illnesses, 
rheumatism and arthritis,” accordmg to Dean Meg¬ 
gers Tlie new sub-departments will also function 
as such m the Albany' Hospital Dr Kiley is director 
of Albany Hospital’s artificial kidney unit Dr 
Brown sen'ed m a teachmg and research capacitx' 
at tlie college until 1953, when he was named 
assistant dean In 1954, he became a clmical and 
research fellow m the arthntis unit of Massachu¬ 
setts General Hospital, wtli like responsibilities at 
Harvard Medical School 

New York City 

Dr Rusk Honored —Dr Howard A Rusk received 
the highest award of the National Socieh' for 
Crippled Children and Adults durmg the eighth 
World Congress of the International Society for the 
Welfare of Cnpples Dr Rusk accepted the Easter 
Seal Society'’s Distinguished Service Award and 
Medal durmg tlie congress s closmg general session 
Sept 2 The medallion and its accompanying cita¬ 
tion were presented bv National Society' President 
Joseph J Foss, former governor of South Dakota 
The award cites Dr Rusk for ‘interpreting tlirough- 
out the world the meaiimg of tlie Amencan way of 
life and the traditions of the Easter Seal Societi' ” 
Dr Rusk directs tlie Institute of Phxsical Medicme 
and Rehabilitation, New Y’ork University' Medical 
Center He is chairman of the M^orld Commission on 
Research m Rehabilitation, president of the M^orld 
Rehabilitation Fund and chairman of the board of 
the Amencan-Korean Foundation 

OHIO 

Personal —Dr Janies Pay son Dixon Jr, president of 
Antioch College, I'eHow Springs, Ohio, has been 
appointed to sene for a four-xear term on the 
National Adxasory' Health Council The appoint¬ 
ment was announced July 27 b\ Surgeon General 
Leroy E Burney', of the Public Health Sen ice, 
U S Department of Health, Education, and Wel¬ 
fare—Dr Richard E Hurlev joined tlie staff of 
the Amencan Heart Association as medical asso- 
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ciatc m piofessional education Di Ilmley pie- 
viouslv seived on the leseaich staff at Cleveland 
Clinic, Cleveland In Ins new position as assistant 
to Di Ficdcnck J Lewy, New Yoik City, duectoi 
of the associations piofessional education depait- 
incnt, Di Ilurlev will help in the planning and 
development of national and local heait association 
piogi.nns to keep physicians infoimed on the latest 
developments in tlie field of heart and blood-vessel 
diseases—Di Stephen Iloinstein, instiuctor in 
obsletiics and fellow in psvchosomatic medicine in 
the Umveisity of Cincinnati College of Medicine, 
was elected chan man of the Committee foi the 
Advancement of Psvchosomatic Reseaich in Ob¬ 
stetrics and Gvnecology The committee cooidi- 
nates icseaich of medical centers into what emo¬ 
tional factois plav a lolc m ceitain obstetiical and 
gvnecological diseases Formed in 1957 at a meet¬ 
ing of the Ameiican College of Obstetiicians and 
Gvnecologists, the national committee has ovei 100 
members 


PENNSITVANIA 

Annual Chamberlain Lcctme—The fouith lectin e 
correlating physiologv and ladiologv honoiing Di 
W Edwaid Chambeilam will be given this veai bv 
Samuel R M Reynolds, Ph D, professoi of 
anatomv, Univeisit)' of Illinois College of Medicine, 
Chicago The lecture will be given m the Temple 
University Medical School Auditorium, Philadel¬ 
phia, at 4pm on Wednesday, Sept 28 The topic 
will be “Nature of the Fetal Circulation and the 
Changes at Ruth as Revealed Piimaiilv bv Cine- 
ladiographv” It will be followed by an infoimal 
dinner at the Alden Park Manoi Thuisdav, Sept 
29, Ip m, Dr Re^molds will piesent, “The Rela¬ 
tion of Blood Vessel Stiuctine to Fulsatile Infoima- 
tion A Study Stimulated by Cmeangiogiaphv,” at 
the Basic Science Semmai, fifth flooi confeience 
room, Temple Univeisitv Medical School 


SOUTH DAKOTA 


Regional Meeting of Physicians in Vei million -The 
first regional meeting of the Ameiican College of 
Physicians foi South Dakota will be held Sept 30- 
Oct 1 at the School of Medical Sciences, State Uni¬ 
versity of South Dakota, Veimilhon Papeis to be 
presented by out of state speakeis include the fol¬ 
lowing 


anancmcnl of Refractory Edema, Dj C Pnil Wmchcll, 

Prevention of Rheumatic Fcvci A Five-Yeai 
udy in Casper, Wyommg, Di Brendan P Plnbbs, 

he’Contimnn« Tragedy of Tetanus, Di Weslcv W 

llU'cTsi* Di E Woll,o?e,. Rocl»..er, 

linn 
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* vSmh Treatment of Common Arrliytlimias Dr 

• Tra^beal Isotope Techniques m Clinical Medicine Dr 
Rieinrd E Ogborn, Omaha 

Di Spink, who IS a regent of the college, will pre 
sent, “Educational Objectives of the Amencan Col 
lege of Physicians,” at the banquet, 6 30 p m, 
Sept 30 Dr Donald L Keganes, Rapid Citj', is 
goveinoi of the college of South Dakota For infor 
mation, wiite Di Edward C Rosenow, 4200 Pine 
St, Philadelphia, Executive Director 

VIRGINIA 

Personal —Di R Lomax Wells, of Alexandria, has 
been leappointed as chan man of the Medical Ad 
visoiy Council of the Amencan Association of In 
clustiial Nurses Dr Wells is the medical director 
of the Chesapeake and Potomac Telephone Com 
panies, with headquarteis m Washmgton, D C The 
Medical Advisoiy Council, which Dr Wells has 
headed since 1959, is composed of industrial physi 
Clans It counsels woth the national industrial nurs 
mg gioup on matteis relatmg to the practice and 
principles of mdustiial medicine and nursing — 
Appointment of Dr Jack D Fieund as medical 
diiector of the A H Robins Co, Inc, has been an¬ 
nounced by the president of the Richmond phaima- 
ceutical manufactuiing firm In Ins new duties, Dr 
Freund mil be vice-chairman of the company’s 
reseaich committee and ivill coordinate the achvi- 
ties of the film's medical, chemical, pharmacologi¬ 
cal, pioduct development, and clinical lesearch de- 
paitments 

Chairman Named foi Radiology Department—Dr 
Haiold I Amoiy, of Hampton, foimei chief of 
ladiological sei vices at the Walter Reed Aimy Hos¬ 
pital, has been appointed professoi and chairman 
of the depaitment of ladiology at the West Virginia 
University Medical Center, Moigantown, and will 
join the Umveisity faculty on oi before Oct 1 He 
ciuiently is chief of the radiological service at 
Beckley Memonal Hospital and director of radi¬ 
ological seii'ices for the Miners Memonal Hospital 
Association 


6NERAL 

isic Therapy Group Meeting in San Francisco - 
e 11th annual meeting of the National Associa 
n foi Music Therapy, Inc, will be held Oct 20--- 
the Hotel Whitcomb, San Francisco A film and 
icussion session the afternoon of Oct 20, “Crea 
itv Thiough the Dance,” will be followed by a 
nel discussion, “What Is Music Therapy? wlnci. 
11 include foui papers Lecture demonstration 
:ei the panel will be titled “Tlie Multi-Sensorj 
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Approach Technique m Music Therapy ” A second 
lecture demonstration, titled “Response of Mentally 
Retarded Children to Music,” is scheduled for the 
mommg of Oct 21, to be preceded by a panel dis¬ 
cussion, Let’s Look at Ourselves ’ Special study 
sessions are scheduled for the morning of Oct 22 A 
social program includes the annual banquet Oct 21, 
6 30 p m For information, vnite Miss Wilhelmina 
K Harbert, 125 IV Mendocino Ave, Stockton 4, 
Calif, Program Chairman 

Seminar Cruise to the Caribbean —On Jan 5 an 18- 
day medical seminar cruise sponsored by the faculty 
of the Albany (N Y ) Medical College of Union 
University will sail from New York City aboard 
M S Gnpsholm ” The cruise will visit San Juan, 
Dominica, Grenada, LaCuaira, Curacao, Cristobal, 
Grand Cayman, and Nassau Arrangements are 
being made by Dr Frank M Woolsey Jr, Albany, 
N Y, associate dean and director of postgraduate 
education, Albany Medical College The cruise will 
he acceptable for category I credit by the Ameri¬ 
can Academy of General Practice For information, 
wnte Dr Woolsey 

Meeting on Pediatric Radiology —The annual meet¬ 
ing of the Society for Pediatric Radiology will be 
held at the Ambassador Hotel, Atlantic City, New 
Jersey, Sept 26 A busmess meeting will precede 
the openmg scientific program Dr M A Lassench, 
Hamburg, Germany, vail present Peptic Ulcer m 
Childhood, Diagnosis, Course and Follow-up Exam¬ 
inations,’ and Dr Jacques Le Febvere, Pans, 
France, will present ‘Mesure de L angle D’antever- 
sion du Col Femoral Confrontations Operationes 
A total of 20 papers is scheduled For information, 
wnte Dr Richard G Lester, 412 Union Street, S E , 
Minneapolis 14, Secretary-Treasurer 

National Health Council to Develop Accounting 
System —A project to develop uniform accounting 
pnnciples and definitions for national voluntary 
health agencies has been launched by the National 
Health Council, according to Dr James E Perkins, 
president of the council Fifteen national voluntary 
health agencies are cooperating in the project, 
which has been planned and financed bv the agen¬ 
cies themselves The purpose of the scheme is to 
develop uniform accounting principles and termm- 
ologv to assist in strengthening existmg systems, 
provide for comparison of fiscal experiences, and 
enable national voluntary agencies to resjrond to 
requests of government, philanthropies, other agen¬ 
cies and the contributmg public wath mformation 
to reflect on a comparable basis the financial picture 
of the various agencies 


Ramon Magsaysay Awards —The Ramon Magsay- 
say Memorial Foundation has announced the 1960 
Ramon Magsaysay Awardees for Public Serx'ice m 
South-East Asia Named were Sir Henrx' Holland 
(director emeritus) and Dr Ronald Holland (di¬ 
rector of tlie Henry Holland Eye Hospitals of Pakn- 
stan) Dr Derrick T Vail, Chicago, is honorarx' 
chairman, board of directors. Dr Victor E Lepisto, 
Hancock, Mich, is secretarj'-treasurer, and Dr 
Roland I Pritikin, Rockford, Ill, is president of the 
Henry Holland Hospitals Alumni Association and 
Fund 

Prevalence of Poliomyelitis — Accoiding to the Na¬ 
tional Office of Vital Statistics, the following num¬ 
ber of reported cases of pohomvehtis occurred in 
the United States, its territories and possessions in 
the weeks ended as indicated 
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New England States 




Maine 
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New Hampshire 




Vermont 
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3 
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Connecticut 
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15 
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10 
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14 
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1 
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1 
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Puerto Rico 

-0 

V) 
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Piogiam in Medical Joinnalism.—The Boaid of 
Tiustees of the Ameiican Medical Association has 
appioved plans foi the Piogiam in Medical Joiii- 
nalism in the Division of Scientific Publications A 
piojccl of the Ameucan Medical Reseaich Founda¬ 
tion, the Piogiam offeis thiee tj'pes of fellowships 
which will covei basic expenses 

• Onc-'\tar Ecllov ship—open to phj'sicians who wish to go 
into medical jounnlism as a full-time or at least half-time 
profession il pursuit 

• Tlirec-Month Felloes ship—available to medical students 
who ha\e an interest m composition and who might, fol¬ 
low mg graduation from medical school and completion of 
a formal hospital training, choose medical journalism as 
1 career 

• Onc-Month Fcllow'ship-for non-medical journalists who 
might be assoented with medical publications m the 
capicite of 1 managing editor 

One-veai fellow'ships would comprise fonnal in- 
stiuction in a journalism depaitment of a umveisiW 
togethei with piactical experience in the Division 
of Scientific Publications Thiee- and one-month 
fellov'ships would consist exclusively of activities 
within the Division It is proposed that a physician 
associated with the Division of Scientific Publica¬ 
tions will be placed at the head of the piogiam at a 



Figure 2 —Larry and Bill discuss this course of action f 
their respective tasks Work meludes news writing, la>oi 
and general editing, and special assignments 






, Zr^nsl, (left) md B.Il Burton rcoe.ve 

)ol,„H T.lboH,D.v,s,onhead 


IT „ a The ^vo fellowship students become fam 
J:Te ronn... -nd .c„™l con.on, of 

A M A publications 

Northwestern University will begin a 
fellowship this month 
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Figure 4—Larry, a second}ear student at Tufts College 
Medical School, Boston, checks o\er the final draft of a 
book re\ie« 



Figure 5 —Bill, a senior at Fnnccton, uses the A M A 
librnr> slacks to obtain some information for an cditoml 


Fluondation Internationally Approved —The Fed¬ 
eration Dentaire Internationale meebng in Dublin, 
in June, unanimously voted to recommend fluonda¬ 
tion of public water supplies to all public health 
authorities as the most effective public health 
measure available for reduemg tlie mcidence of 
dental caries, particularly in tlie younger age 
gioups Notmg that considerable progress had been 
made with fluondation programs since FDI had af¬ 
firmed its policy toward the measure in Brussels, in 
1951, and reaffirmed it in Oslo m 1953, the assembb' 
unanimousl)' adopted the following lesolution 

3Vhereas, the scientific e\idence supporting the sifet}, 
cffechs eness, and practicabilits of fluondating public \\ iter 
supplies m order to reduce tlie incidence of dental canes is 
now being considered by goiemments and communities in 
many parts of the w orld, so that tliey may bnng tins benefit 
to the populabon of their countnes, ind communities, and 

Whereas, the Espert Committee convened b} tlie World 
Health Organization has recommended the adoption of 
fluondation measures tliroughout the world, tlierefore be it 

Resols’ed, tliat the fluondation of public water supplies 
be commended to all public autlionties as the most effechs e 
public heiltli measure available for reducing safel) ind eco¬ 
nomically the incidence of dental canes, particularly in tlic 
}ounger age groups 

Nearly 2,000 communities m the United States weie 
receiving fluondated water as of July 7, according 
to Mr Gale E Coons, chief. Health Education and 
Infoirnation Section, Dmsion of Dental Public 
Health, U S Public Health Seri'ice, Washmgton, 
D C As of that date, 1,922 communities, with a 
total population of 37,057,385, were reported pai- 
ticipating in such piograms 

Fellowships for Postdoctoral Study —Postdoctoial 
fellowships are offered bv the National Foundation 
to candidates for training m research, orthopedics, 
preventive medicme, arthritis and related diseases, 
and rehabilitation Fmancial support of the fellow 
varies according to his previous education, profes¬ 
sional e\-penence, marital status, and number of 
dependents, but the mmimum is $4,500 a vear wuth 
$540 allow’ed annually for each dependent Annual 
increases of $480 are ordmanlv granted For a full 
academic program, complete tuition and fees irc 
paid, for other programs, a sum not exceeding 
$1,250 a )ear is made available to the institution 
Transportation not exceeding $600 will be paid for 
research and orthopedic fellow's if foreign study is 
approved All aw'ards are made on recommendation 
of the appropnate National Foundation fellowship 
committee U S citizenship is required, but tliose 
who haxe filed a petition for naturalization will be 
considered Fellowships are ordmanh warded for 
a mmimum of one x ear and mav be renew ed on ap¬ 
proval of the committee For information, wnte the 
National Foundation, 800 Second Axe, New York 
17 The closing date for submitting applications to 
be rexaexx ed m Februarx is Nox 1 
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Aviation Agency Lists Three Thousand Examiners 
—Tlie second supplement to the Fedeial Aviation 
Agenev s list of aviation medical examineis, dated 
August, 1960, bungs to about 3,000 the number of 
examiners authouzed by FA A to peiform physical 
examinations for aj^pheants foi airman medical 
ccitificates The director}', alphabetically aiianged 
bv city and state, piovides a refeience foi an men 
who want to locate an aviatiQp medical examiner 
m then ai ea About 50 foreign countries which have 
F/VA authorized medical examiners are included 
The list of ai'iation medical examiners was oiiginal- 
ly issued m Maich by the FAA’s Buieau of Aviation 
Medicine, and has been kept cunent through the 
supplements A complete revision is planned for 
issuance everx' six months The dnector}' and sup¬ 
plements aie available at all FAA Regional and dis¬ 
trict offices, at all public airpoits, at state and 
counb' medical societies, airline medical offices, 
and other locations where it would be available to 
persons who have an interest m the publication 
Under an FAA requirement wdiich became effective 
June 15 applicants for student or pnvate pilot medi¬ 
cal certificates (Class 3) are requiied to take their 
medical examinations from an aviation medical 
examiner, makmg this a uniform requirement for 
the three classes of pilots, and reestablishing a 
previous prachce Applicants for Class 1 (Anline 
Transport Ratmg) medical certificates are required 
to take their medical examinations every six months 
Class 2 applicants (Commercial Ratmg) must be 
examined once a year and Class 3 (student and 
pnvate pilot applicants) once every hvo years 

A New High in Longevity Reported—America’s 
wage earners and their families registered a new 
high in longevit}' last )'ear, it is reported by stat¬ 
isticians of tlie Metropohtan Life Insurance Com¬ 
pany Average lengtli of life-or expectation of life 
at birth—among tlie Metropolitan’s millions of in¬ 
dustrial policyholders was 704 years m 1959, 0 3 
years above the 1958 figure and 0 2 years above the 
previous record high established in 1956 The m- 
crease m longevity has amounted to 2 7 years since 
1949, to about 8 yeais since 1939, and to 24 years 
since 1909 

New Science Infoi-mation Bureau PublicaUon -The 
first issue of Conference, August, 1960, has been pub¬ 
lished by Science Information Bureau, Inc, 34 E 
5lst St, New York 22 It featuies an infoimal dis¬ 
cussion’by four medical educators on the cunent 
status and problems of postgraduate education, and 
an article titled "How to Deliver Papers at Scientific 
Meetings ” Confeience will be published at meguto 
intervals according to the availability of siutablo 
material The major mtent of the journal will be 
discussions, conferences, an conversations dealing 
with postgiaduate or continuing education activities 
m the health sciences 
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Gastroenterology Convention in Philadelphia-U. 
^th annual convention of the American College of 
Gastroenterology will be held at tlie Bellevue 
Stratford Hotel m Philadelphia, Oct 24-26 The 
progiam xvill consist of individual papers, a clinical 
pathological conference, and motion picture films 
Theie will be scientific exhibits on gastroenterology 
and allied subjects, as well as commercial and 
technical exhibits After the convention tlie college 
will agam give its annual course m postgraduate 
gastroenteiology For copies of the program and 
for information concernmg the postgraduate course, 
xviite the American College of Gastroenterology', 33 
W 60th St, New York 23 

Society News —At the annual meeting of the New 
England Roentgen Ray Society the following offi¬ 
cers were elected Drs Arnold H Janzen, Hart¬ 
ford, Conn, president, John E Gar}', Brookline, 
Mass, president-elect, Gerald Lavner, Haver- 
lull, Mass, vice-president, H Peter Mueller, 
Belmont, Mass, treasurer, and Robert E Wise, 
Boston, secretary —At the 65th convention of the 
National Medical Associahon the following were 
elected for 1960-1961 president. Dr James T Ald- 
nch, St Louis, executive secretary, Dr John T 
Givens, 1108 Church St, Norfolk, Va The next meet¬ 
ing will be held in New York City, Aug 14-17,1961 

Cancer Research Grants —The U S Public Healtli 
Service has awarded 143 giants, totaling $1,059,401 
and effective July 1, to teachmg hospitals and medi¬ 
cal research centers throughout the country for 
advanced training of physicians in the diagnosis 
and heatment of cancel Under a new procedure for 
administration of tins activity by the National Can¬ 
cer Institute, the grantee institutions have selected 
the individuals to be trained and have set their 
stipends accordmg to the applicable salary scale. 
More than 200 pliysicians in about 80 institutions 
are currently bemg tramed under this program 
Their fields of study include pathology, radiology, 
surger}', and mtemal medicme Trainees are grad¬ 
uate physicians luider 40 years of age who have had 
at least one year’s work in a field related to cancer 

FOREIGN 

Pediatrics Meeting in Spain —On June 25-28, 
in Alicante, Spam, the pediatrics meeting of the 
Mediterranean Medical Union will be held, cover 
ing the following subjects 

. Corticosteroids m the treatment of virus and acute bac- 
tenal diseases (excluding tuberculosis) 

• Children’s Asthma 

• Congenital ill-formahons in unnary tract 

• Round-table on inter-sexual states and chromosome staUy 

of sex 

For information, apply to the Secrelana GemrA 
Dr F Corominas Beret. Av Generalisimo Franco, 
360, 2“ 2“ Barcelona (Spam) 
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EXAMINATIONS 

AND 

LICENSURE 

educational council for foreign medical 

GRADUATES, INC 

Educational CouncJ for Foreign Medical Graduates Sta¬ 
tions around the world Sept 21, 1960 Exec Director, 
Dr Dean F Smiley, 1710 Omngton Ave, Evanston, Ill 

BOARDS OF MEDICAL EXAMINERS 

Alabama Exammatton Montgomery, June 20-21 Reciproc¬ 
ity Contmuously Sec, Dr D G Gill, State Office Bldg, 
Montgomery 4 

Aiuzova ” Examination Phoenix, Oct 12-14 Reciprocity 
Phoenix, Oct 15 Exec Sec, Mr Robert Carpenter, ‘IIZJ 
North Central Avenue, Phoenix 
Askansas ” Examination and Reciprocity Little Rock, Nov 
10 11 Sec, Dr Joe Verser, Hamsburg 
Alaska ® On apphcahon m Anchorage or Fairbanks Sec, 
Dr W M Whitehead 172 South Franklm St Juneau 
California Written Sacramento, Oct 17-20 Oral and 
Clinical Los Angeles, Nov 20 Oral for Reciprocity Appli¬ 
cants Los Angeles, Nov 19 Sec , Dr Loms E Jones, Room 
536, 1020 N Street, Sacramento 
Canal Zone On Apphcahon Achng Sec, Dr B K Levin 
Health Bureau, Balboa Heights 
Colorado * Examination Denver, Dec 13-14 Reciprocity 
Demer, Oct 11 Exec Sec, Miss Mary M McConnell, 
715 Repubhc Bldg, Denver 2 

CovNEcnctrr ^ Examination Hartford, Nov 8-10 Endorse¬ 
ment New Haven, Nov 30 Sec, Dr Stanley B Weld, 
160 SL Ronan St, New Haven 
Delaware Examination Dover, Jan 10-12 Endorsement 
Dover, Jan 19 Sec , Dr Joseph S McDaniel, Professional 
Bldg, Do\er 

District of Columbia “ Examination Washington, Dec 
12-13 Reciprocity and Endorsement Contmuously Dep¬ 
uty Director, Department of Occupahons and Professions, 
Mr Paul Foley, 1740 Massachusetts Ave N W, Wash- 
mgton 6 

Flomda ° Examination Miami Beach, Nov 20 22 No 
Reciprocity Sec, Dr Homer L Pearson, 901 N W 17th 
SL, Miami 36 

Georgia Examination Atlanta, Oct 11-12 Reciprocity 
Atlanta, Oct 13 Sec, Mr C L Clifton, 224 State Capi¬ 
tol, Atlanta 3 

Guam Subject to Call Sec, Dr F L Conkhn, Agana 
Haw An Examination Honolulu, Jan 9-10 Reciprocity 
Continuously Sec, Dr Harry L Arnold, Jr, 1000 Ward 
Av e Honolulu 

Indiana Examination Indianapohs, June 20-22 Endorse¬ 
ment Indianapolis, fourth Wednesday each month Exec 
Sec, Miss Ruth Kirk, 538 K of P Bldg, Indianapohs 
Kansas ° Examination Kansas City, Jan 19-20 Reciprocity 
Kansas City, Jan 21 Sec, Dr F J Nash, New Brother¬ 
hood Bldg, Kansas City 

Kentuckx Examination Louisville Dec 12-13 Reciprocity 
Contmuously Sec, Dr Russell E Teague, 620 Soutli 
Third St, Louisville 2 

Maine Examination and Reciprocity Brunswack No\ 1-3 
Sec, Dr Daniel F Hanley, Box 637, Brunswack 
Marit^and Examination Baltimore, June 13-16 (Tentatixe) 
Sec Dr Frank K Moms, 1211 Cathedral St, Baltimore 1 
Massachusetts Examination Boston, Januaiy Reciprocity 
Continuouslv Sec, Dr Da\ad W M'allwork, Room 37 
State House Boston 33 


Michigan “ Examination Lansmg, Oct 24-26 Rcciiirocity 
Contmuously £xec Sec, Dr E C Swanson, 118 Stexens 
T Mason Bldg, West hlichigan Ave, Lansmg 8 
Minnesota ® Examination Mmneapohs, Oct 18-20 Reci¬ 
procity November Sec, Dr J P Medelman, 230 Lowiy 
Medical Arts Bldg, St Paul 2 
Montana Examination and Reciprocity Helena, Oct 4 
Sec, Dr Thomas L Hawkins, 555 Fuller Ave, Helena 
Nebraska ® Examination Omaha, June Director, Bureau of 
Examimng Boards, Mr R K Kirkman, Room 1009, State 
Capitol Bldg, Lmcoln 9 

Nevada Examination and Reciprocity Reno Dec 7 Sec, 
Dr G H Ross, 112 North Curry St, Carson City 
New Jersey Examination Trenton Oct 18-21 Reciproc¬ 
ity Contmuously Sec, Dr Royal A Schaaf, 28 West 
State St, Trenton 

New' Mexico “ Examination and Reciprocity Santa Fe, 
Nov 21-22 Sec, Dr R C Derbyshire, 227 East Palace 
Ave, Santa Fe 

New York Examination Albany, Buffalo, New lork Ro¬ 
chester and Syracuse, Dec 6 9 Sec Dr Shies D Ezell, 
State Educahon Bldg , Albany 
North Carolina Examination and Reciprocity Ehzabetli 
City, Oct 7 Asst Sec, Mrs Louise J McNeill, 716 
Professional Bldg Raleigh 

North Dakota Examination Grand Forks, Jin 11-13 
Reciprocity Grand Forks Jan 14 Sec, Dr C J Glaspel, 
Box 228, Grafton 

Ohio Examination Columbus, Dec 12-14 Endorsement 
Columbus, Oct 4 Sec, Dr H M Platter, 21 W Broad 
St, Columbus 15 

Oklahoxia “ Endorsement Oklahoma City, Sept 25 Exec 
Sec, Mrs E L Haidek, 580 Home State Life Bldg, 
Oklahoma City 3 

Oregon ° Examination Portland, Oct 6-8 Reciprocity 
Quarterly Exec Sec, Mr Howard I Bobbitt, 609 Failuig 
Bldg, Portland 

Pennsylvania Examination Philadelphia, January En¬ 
dorsement Contmuously Sec, Mrs Margaret G Sterner, 
Box 911, Hamsburg 

Rhode Island ® Examination Providence, Oct 6 7 Ad¬ 
ministrator, Division of Professional RegulaUon, Mr 
Thomas B Casey, 366 State Office Bldg, Providence 
South Carolina Examination and Reciprocity Columbia, 
Dec 13-14 Sec, Dr Harold E Jervey, Jr, 1329 Blanding 
St, Columbia, South Carohna 
South Dakota “ Examination Sioux Falls, Jin 16-17 
Reciprocity Conhnuously Exec Sec, Mr John C Foster, 
711 N Lake Ave, Sioux Falls 
Tennessee ® Examination Memphis, Sept 27-28 Reciproci¬ 
ty Conhnuously Sec, Dr Alfred H Mason, 1635 Ex¬ 
change Bldg, Memphis 3 

Texas “ Examination Fort M'ortli Dec 1-3 Reciprocity 
Fort IVorth, Dec 1-3 Sec , Dr M H Crabb, 1714 Medical 
Arts Bldg , Fort Mbrtli 

Utah Examination Salt Lake City, Julv 5 7 See, Mr 
Frank E Lees, 324 State Capitol Bldg, Salt Lake City 1 
Virginia Eiammahon and Reciprocity Richmond, Nov 29- 
Dec 2 Sec, Dr R M Cox, Portsmoutli 
Virgin Islands Examination Charlotte Amalie, Nov 9 10 
Sec, Dr Benjamm A Nath, Charlotte Amalie, St Tliomas 
Washington * Reciprocity Conhnuouslv Admimstritor Mr 
Thomas A Carter, Capitol Bldg Olvmpia 
Vest VmGiNiA Examination Charleston Jan 1961 Rcci 
procity Charleston, Oct 3 Sec Dr Newman H Dyer, 
State Office Bldg, No 3 Charleston 5 
Wisconsin ° Examination MadL>;on Jan 10 12 Reciprocity 
Madison, Oct 14 See Dr Tliom is \\ Tormev, Jr, 115 
Soutli Pincknev St Madison 

WxoxiiNc Written Cheyenne Oct 3 Oral for Reciprocity 
Applicants Cheyenne, Oct 3 Sec , Dr Jamc-s W Samp¬ 
son State Office Bldg Chevenne 
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MEETINGS 


AMERICAN MEDICAL ASSOCIATION Dr r r r ni » e-ir 

V.ec-pL.dcnr"^”'""’ 

lor? Clinical McctiiiK, M'ndilnRton, D C, No% 28.Dec 1 
lori ^JcetinK, Ncn York City, June 20-30 

inri Clinical Mcctinp, Dcn\cr, No\ 27-30 
or^ CliicnKo, June 11-15 

io?n Clinical Mcctinj; Los AnRclcs, Nos 20-29 
JJtiJ Annual Meeting, Atlantic Cit) 


AMERICAN 

19G0 


Scplcmlicr 


AstrniCAN AcAorMY op pEmsTMcs, and AstmiCAs Academy of Gen- 
on Chapteu, Rooscvclt Hotel Nen Orleans 

“'■ Herbert B Rotliscliild 1520 Lomsnin Avc, Nesv Orleans 
lo L.j}nin7nn of PubhcJh Cowinittcc 

\Mi lucsN AssoctATiON Pou AuTOMOTist Mfdicine Dcarbom Inn Dear- 

’ "rtte Dr H A Tenner Jr 

115 \V SniiRcr St llobbs, N M 

VMnniCAN_ BocvTcrv Ray Socifty Ambassador Hotel Atlantic Cit>, 

Stpt _,-30 Dr C Allen Good, Mn>o Clmic. Rochester, Minn, Secre- 
t In 


VstriiicYN Society or Ceimcae Pathologists Palmer House. Cbicaco, 
Claude E IVells 443 Lake Shore Drue, Chicago 
11, Esccutue Seeretarj 

Coi EECF oi AMrniCAN P YTiioLOrisTS, Palmer House, Chicago, Sept 24- 
27 Dr Artluir H Dcinng, 2115 Prudential Plaza, Chicago ’ Executive 
Director 

CoEonADo State Mfdical Society Stanley Hotel Estes Park, Sept 14- 
17 Mr Hniacj T Sethman 835 Republic Rldg Denser 2 Executne 
St Cretan 

DriAYSAnE Medical Society of Rehoboth Del Sept Mr Lawrence 
C Moms Jr, 1925 Lovenng Ase Wilmington 6 Del, Executive 
Secrotao 

iNTEn-SociPTY Cytology Council, Palmer House Chicago, Sept 23-25 
Dr Paul A lounge, 1101 Beacon St Brookline 46 hlass Secretary 

Kentucky State Medic vl Assoctatio\ Louisullo, Sept 20-22 Mr 
J P Sanford 1169 Eastern Parknvaj, Louisville 17 Ky, Executive 
Secretary 

Michigan State Medical Society, Detroit, Yscek of Sept 25 Dr D 
Dnice Wilej, 606 Townsend St, Lansing 15 Midi, Secretary 

VIONTANY Medical Association, Baxter Hotel, Bozeman Sept 15-17 
Dr William E Hams, 114 N Second Livingston, Montana, Secretary 

National RECnEAraov CoNcnESS Shorehana Hotel, IVashmgton, D C 
Sept 25-29 IViIInrd B Stone 8W Eighth St, New lork 11. Secretary 

Neys England Society or Anesthesiologists, Bretton Woods, N H, 
Sept 18-19 Dr Thomas K Bumap, P O Box 81 Kenmore Station 
P O , Boston IS 

SociLTY ion Pediatwc Radiology, Ambassador Hotel, Atlantic City, 
N J Sept 26 Dr Richard G Lester, 412 Union St, S E , Minneapolis 
14, Minn,, Secretary-Treasurer 

Ten'N’ESSEE V XLLEY MEDICAL ASSEMBLY Read House, Chattanooga, Tenn , 
Sept 26-27 Dr Robert A Waters, 109 Medical Arts Bldg, Chatta¬ 
nooga Chairman 

Utah State Medical Association, Hotel Utah Motor Lodge, Salt Lake 
City, Sept 20-23 Mr Harold Bowman, 42 S 5th East, Salt Lake City 
2, Executive Secretary no 

Washington State Medical Association, Seattle, Sept 25-2» Mr 
Baiph W Neill, 1309 Seventh Ave, Seattle 1, Executive Secretary 


October 


Acadi MV or Psychosomatic MEDicmE, Benjamm Franklin Hotel, Phila¬ 
delphia, Oct 13-15 For information write Dr Bertram B Moss, 55 L 
Wnshingtan, Chicago 2 , i n.. 

Amluican Academy fob Cerebral Palsy, Penn-Shcraton Hotel. Pitts- 
^ burglL Oa 5-8 Dr Joseph D Russ, 1520 Louisiana Ave . New Orleans 
15, Executive Secretary 

AMimcAN Academy of Ophthalmolocy & 

Houst, Chicago, Oct 9-14 Dr William L Benedict. 15 Second St, 

S W , Rochester, Minn , Executive Secretary „ - on 

AxfrnicAN AcAPrKf'i OF ProiATnics, Palmer House, Chicago, 

Dr E H Chnstoplierson, 1801 Hmman Ave, Evanston, Ill, Executive 

Ax^!-nirA'N AssociATiO'f Or MrDicAL Clinics, New Orleans, Oct 6-8 Dr 
^ Joseph 134 N Washington St, Marion. Ind , Secretary 

AN.rnicAN Association of Medical Record Librarians, Olympia Hotel, 
^ Seattle, Oct 10-13 Miss Dons Gleason, 840 N Lake Shore Dr Chicag 

11, Poison Control Centers, Palmer House, 

"^'au^Rgo. Oct 18 Dr Har^ C Sh.rkey, 712 S 30th St. BinYimghnm. 
Ala . Chairman Prograt" Committee 


jama, Sepf 

Surgeons Clinical Congress Saa Ha-, 
St ChmaJo l" E Adams 4 oTe 

AMEnicAN Fracture Association, El Presidentia Hofei r, , 
4 Dr H W WelTmerhnl 
Bloomington, III, Executive Secretary 
Amfiucan Heaiit Association, Inc Jefferson Hotel St Louis Oct « 
-5 Mr Rome A Betts 44 E 23rd St New \ork 10 Executive ^ 
^ Plastic SuncEax, Ixc.Cra 

Ax^mcAN Public Hfalth Association, San rrancisco Oct 30 Nm 
Dr Bervwn F ifattison, 1790 Broadwav, New lork 19, EitM 
Director ’ 

Axieric^ Rmkolocic Society Belmont Hotel Chicago Oct 8 1 
Robert M Hansen 1735 N Wheeler Ave Portland 17, Ore, Secifla 
American Sciioov Health Association, San Francisco, Oct SO Nov 
Dr A O DeWeese, 515 E Mam St, Kent Ohio, Executive Scotli 
American Society op Anesthesiologists Inc Stafler-Hilton, N 
l ork City Oct 2-7 Mr John W Andes 515 flusse Hwy . Park Ril 
111 Executive Secretary 

AxtEnicAN Society of Facial Plastic SuncEni, Chicago, Oct 13 
Samuel M Bloom, 123 E 83d St New lork 28 Secretary 
AMEiiicAy, Society of Plastic and Reconstructive SuaGEiii Stx 
Hotel, Los Angeles Oct 2-7 Dr Thomas R Broadbent 508 E 
Temple, Salt Lake City, Secretary 

Arizon v Ac vdemy of General Practice, Hotel Valley Ho ScolUd 
Anz , Oct 13-15 For information vvTite Dr Arthur V Dudley Jt- h 
North Norton Tucson Anz 

Association of American Medical Colleges Diplomat Hotel, Ho 
wood Beach Fla , Oct 81-Nov 2 Dr Ward Darlcy, 2530 Ridge A 
Ev ansfon. 111 Executive Director 

Associxtion of Life Insurance Medical Directors of America, Stat 
Hilton Hotel, New York City, Oct 19-21 Dr Royal S Schaaf A 
Med Dir, Prudential Insurance Co of Amenca, Newark, N J , Secret; 
Association op Medical Illustrators, La Salle Hotel Chicago ( 
3-5 Miss Rose M Reynolds Umv of Nebraska Coll of Med 41 
Dewey Ave Omaha 5, Recording Secretary 
Associxtion op Military Surgeons of the United Siates Mayflc 
Hotel Washington D C, Oct 31-Nov 2 Lt Col George N' 2 l 
AUS Retired, 1726 Eye St, N W, Washington 6, D C 
Association of State and Territorial Health Officers Jack ’ 
Hotel San Francisco, Oct 26 28 Dr A C Offult, 1330 W Mxclii' 
St, Indianapolis 7, Secretary-Treasurer 
California Academy of General Practice, Masonic Memoiinl Tcmi 
San Francisco, Oct 16-19 Mr William W Rogers 461 Market 
San Francisco 5 Executiv e Secretary 
Central Association of Obstetricians and Cyt-ecologists, Kaii 
City Mo , Oct 6-8 Dr Herman L Gardner 633 Hermann Professio 
Bldg , Houston 25, Texas Secretary-Treasurer 
Cemral Neuropsychiatric Association, French Lick, Ind, Oct 14- 
Dr Ralph M Patterson 473 W 12 Ave Columbus 10 Ohio, Secret'’ 
Clinical Orthopaedic Society, Inc, Milwaukee Oct Dr Charles 
Frantz, 1810 Wealthy Ave, S E, Grand Rapids, Mich, Secicta 
Tieasurer 

Congress on In-dustrial Health Charlotte, N C Hotel Charlotte, C 
10 12 For information write Gounod on Occupational Health, Atneni 
Medical Association 535 N Dearborn St, Chicago 10 
Indiana State Medical Association, Sheraton Hotel French Lick, In 
Oct 2-5 Mr J A Waggener, 1021 Hume Mansur Bldg Indianapc 
4 Executive Secretary 

Industrial Hygiene Foundation of America, jnc Mellon InsWi.' 
Pittsburgh, Oct 26-27 Dr H H Schrenk 4400 Fifth Ave, Pjlfsbrni 
13, Managing Director 

Interstate Postgraduate Medical Association of Noftr Av^n 
Pittsburgh-Hilton Hotel, Pittsburgh Oct 31-Nov 3 Mr Bov T Ha i' 
Box 1109 Madison 1, Wis , Executive Director 
Kansas City Southyxest Clinical Society, Hotel Miiehlebacb, Kara 
City, Oct 3-5 Dr William T Simdge 3036 Gillham Bd Kansas Ct 
8, Mo , Director , „ v i 

Mid-West Fonv>t on Allergy, Penn-Sheraton 

22-23 Dr Macy I Lev me, 3347 Forbes Ave , PiUsburgli 

Chairman _ , 

National Medical Foundation for Eyx Care, Palmer e, ® 

^ 9 Dr Charles E Jaeckle, 136 Evergreen Place, East Oraagf 

NationaT'safety Congress, Chicago. Oct 17-21 R L Fomry, J > , 

Michigan Ave, Chicago 11, Secretary rrnie! S'!" 

New Hampshire Medical Society, Y"®'’ fs Cchool 

Wo"ds. N H.Oct 6-9 Mr Hamilton S Putnam 18 School 

N H , Executive Secretary 

(Continued on page 42) 
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PxnLisHCD Under trc Ausriccs or thc Bo^rd or Trlstces 

CHICAGO, ILLINOIS 

COPTRICHT 1960 BY AMERICAN MEDICAI ASSOCIATION 


SEPTEMBER 17 1960 


Trisomy of a Large Chromosome 

Association with Mental Retaidation 

Avery A Sandberg, M D , Lots H Crossivhite, B A , and 
Edtvin Gordy, M D , Buffalo 


I T HAS been well established that the normal dip¬ 
loid number of chromosomes in human somatic 
cells IS 46, consisting of 22 pairs of autosomes and 
two sex chromosomes (XX m the female, XY m 
the male) ' ’ Deviations from the normal number 
of 46 chromosomes, mvolvmg either the auto- 
somes or the sex chromosomes, have been described 
in the recent past One of the first chromosomil 
abnormalities to be described was the presence 
of an extra autosome (trisomy) in subjects with 
mongolism, resulting m a total of 47 chromo¬ 
somes ^ “ This trisomy involves one of the smallest 
chromosomes More recently, tlie presence of 46 
chromosomes witli a presumed translocation in two 
persons with mongolism and the finding of 47 
chromosomes in the father of one of these patients 
was described' ® In addition, three syndromes 
have been described m children with congenital 
ibnormahties, accompanied m four cases bv tri- 
somv of one of the medium-sized chromosomes 
(total number 47) and in one case by transloci- 
hon onto one of these chromosomes (total num¬ 
ber 45) ■ “ In this contribution we are report¬ 
ing the finding of a hitherto undescribed trisomv 


Reference is made to an unusual case 
among a group of patients iMtli xarious 
abnormalities of structure The patient, a 
female aged 21 jears, iNeighed 220 lb and 
-was 67 75 in in height She had definite 
nebbing of thc neck, nith a flat occiput 
Ps} choinetnc tests rc\calcd an I Q of 
about 40 TJie referring diagnosis of mon 
golisni nas rejected lij experienced ob 
servers, despite the patient’s oIimous 
inongoloid facies and mental retardation 
In thc laboratorj studies 47 clnoniosomcs 
ncre noted in the bone marrow cells Thc 
nuclei of the buccal mucosa contained 
two sex chromatin bodies Trisomj ap 
jiarcnth is associated with xarious con¬ 
genital defects, the exact s^•ndrome de¬ 
pending on the chromosomes imoRed 
md the resulting impact on overall 
genetic balance 


From tlic Ilnswcll Park Mcmoml inslitutr and the Medical Foundation of Buffalo 
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of one of tlie si\ laigest clnomosomes in an adult 
female with mental letaidation and some other 
minor congenital abnoimahties 

Repoi t of a Case 

Tlie individual to be descnbed is one of a gioup 
of patients witli vaiious abnoimahties who are 
being studied m oiu laboiatoiv This patient is a 
female, now 21 veais of age, weighing 220 lb 
(99 S kg ), and standing 67 75 m (172 1 cm ) in 
height Slie was boin wlien hci motliei was 41 
\ears of age Slie was tlie fouith of hei mothers 
piegnancies, which included one miscaiiiage at 
five months (m 1930), one daughtei boin in 1923 
who died aftei one week because of lespnator)' 
difficulh, and one suiviving son boin in 1920 and 
allegedlv iioimal The patient weighed 9 lb 10 oz 
(4 kg 385 Gm ) at biith The father, who died of 
‘high blood piessuie” foui 3 'eais pi 101 to the time 
of wilting, was 49 veais old when the patient w'as 
boin The pregnancj' and deliveiy were uneventful, 
and the mothei gave no histoi)' of undue viaj' 
e\posuie of the pelvic region Theie is no family 
history of mongolism or mental letaidation The 
patient was bieast fed and was w'eaned at tlie 
age of 10 months She held hei head up at 3 
months of age, sat up alone at 11 months, and 
did not walk until the age of IS months While 
she did speak some words at the age of 2 years, 
she could not uttei sentences until the age of 7 
She was toilet tiamed wnthout difficulty at the age 
of 2 veais The patient had measles in 1944 and 
chicken pox in 1950 She started menstruating at 
the age of 11 and has had regulai peiiods since 
then 

The general physical appearance of the patient 
can be seen in Figure 1 Theie is a definite web¬ 
bing of the neck and flat occiput Her head cir- 
cumfeience is 20y8 in (511 cm) Her eais are of 
noiinal shape and location Her eyes, which are 
blue and do not contain Brushfield’s spots (often 
found in patients with mongolism), aie f^ew^ 
widely sepal ated and have no epicanthal folds 
Hei facial skin is scaly, especially over the fore¬ 
head and malai aieas She has no simian folds, 
and liei hands and feet show noimal relationships 
among the various digits Hei palate and tongue 
.,ppca” mrmal, although poo. denhhon is evident 
The exteinal genitalia aie noimal, as aie 1 

inaindei of her physical findings „„ „„ 

The patient’s blood piessuie was 140/80 mm 
She belonged to blood group O (^-negative D- 
posilivc, E-positive, c-positive, 
live K-positive, and Fya-positive) The mothei 
belonged to blood group B -posi- 

Uve E-positive, c-positive, M-positive, N-negative, 

m lc,„de.ga..en at the 

norm lUge hut was withdrawn after approximately 

"r wX and never again admitted to public 


JAMA, Sepl 17 ,1950 

scliool classes because of mental retardation Ps\ 
chometric tests revealed an I Q m the neighbor 
hood of 40 The patient has an unusually good 
memory for certain events and for numbers, sudias 
for telephone numbers and addresses She is able to 
do most simple household tasks but requires con 
stant supervision and is apt to wander aiound 
The patient was oiiginally referred to us as a 
case of mongohsm because of mental retardation 
associated with superficially mongoloid facies 



Fig 1 —General appearance of 

large chromosome m association with mental 

More cnhcal examnahon of 

observers with a large chmcal 

Ssn. did not substanhate the refen.ng d.agn 
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Admittedly, the patient has a suggestion of mon- 
goloid facies, the latter, however, is shared by her 
normal mother 

Methods and Findings 

Methods —A. marrow specimen (2 ml ) was ob¬ 
tained by needle aspiration of the sternum and 
put into Earle’s solution (20 ml ) containing hepa¬ 
rin (1 20,000) The cells were suspended in the 
Earles soluhon by gentle shaking, and 4 volumes 
of hypotonic citrate solution (0 36%) were added 
The mixture was incubated at 37 0° C (98 6° F ) 
for 10 to 15 minutes The cells were spun down 
by centrifugation, and acetic-alcohol was added 
After one hour the acetic-alcohol was decanted 
and 45% acetic-acid added The cells were left m 
the acid for at least 45 minutes, the acid was then 
decanted and acetic-orcem stain added Metaphase 
preparations were made by previously described 
methods “ Buccal mucosa smears were performed 
accordmg to the method of Moore and Barr " In 
this method, cresylecht violet is used as the stain 
This dye has an optical absorption maximum m 
the 590 m/x region, xvhich suggested the use of a 
sodium lamp as a light source to enhance the con¬ 
trast of the sex chromatin bodies m microscopv 
and photography 

Cijtological Findings—In 90% of the 58 meta¬ 
phases counted, the number of chromosomes was 
47 (see the table) Ten cells were analyzed foi 

Chromosome Counts m Cells from Bone Marrow 
of Patient and Her Mother 

Count 

Total Cell® 

Chromosomes , - , 

, -—-iCount Ana 

Subject 4j 40 47 48 ed lyzed 

Patient 5 02 1 58 10 

Patient s mother f S2 1 39 3 

chromosome structural detail and revealed the 
presence of an extra chromosome The patient was 
clearlv trisomic for the sixth-largest cliromosome 
A typical metaphase and also a corresponding 
karyogram from the patients bone marrow cells 
may be seen in Figures 2 and 3 

Examination of her mothers bone marrow re¬ 
vealed a normal constitution with 46 chromosomes 
The patients buccal mucosa was unusual in that 
707 o of the nuclei revealed the presence of txvo 
satellites instead of one (Fig 4) Her mother’s buccal 
mucosa smear showed the usual female sex-chro- 
matin picture, i e, a single satellite in about 20% 
of the cells Blood smears revealed the presence of 
onlv one dium stick m 5% of both the jiatients 
and hei mothei s neutrophilic cells 

Comment 

From the leports that have appeared so far and 
from the piesent findings it follows that tnsomv 
IS associated wuth various congenital defects the 


exact sjTidrome dependmg on the chromosomes 
mvolved and the resulting impact on over-all genic 
balance Trisomy per se may not alwavs result in 
obvious congenital defects, as is evident from the 
report of Fraccaro and co-authors ® These authors 
found trisomv (total numbei of chromosomes, 47) 
in the reportedlv normal father of a child with 


r 



Fig 2 —Metaphase spread, of a bone marrow cell from 
patient reported on, containing 47 chromosomes Arrows 
indicate autosome for which patient is trisomic 

mongolism The latter had 46 chromosomes wutli 
possible translocation of one of the small acro¬ 
centric chromosomes to a larger autosome It ap¬ 
pears that mongolism is accompanied by trisomy 
of one of the smallest autosomes, or by reciprocal 
translocation involving this same small autosome 
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AIX. »*• ♦» 

Fig 3 —Karjogram of cell shown in Fig 2 Each chromo¬ 
some was cut out and paired with its male Cell is tnsomic 
for sixth largest chromosome The two \-chromosomes (first 
pair in 2nd row) are allocxelic and show positwc hetero 
P) knosis '' 

Other chromosomal ibnormahties, which mav be 
the cuise of, or related to, the manv xan itions seen 
m mongolism, will probabh come to light 

In the other tnsomic sxndromes described (ex- 
clusixe of tlie case reported here) the number of 
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congenital defects has been multiple and appeared 
shortly aftei bjrth ” The cbiomosomes involved 
were in the medium-sized class In contrast to tliese 
cases, our patient demonstiates i?iimarily mental 
letaidahon and webbing of the neck It has been 
leasoned on the basis of gene content that the 
laigei the chromosome involved m tiisomy, tlie 
moie lethal and complicated the abnoimalities in 
the resulting plienotype ’ ” The finding m our 
case would seem to indicate that theie may not 
be any significant coii elation between the size of 
the chiomosome involved in tiisomy and the extent 
and numbei of congenital abnoimalities 
TJie piesence of tu'o “se\-cliiomatin” bodies m 
the nuclei of the buccal mucosa cells (but not m 
the blood) of oui patient is of inteiest Most ob- 
seivers have indicated that the sevchromatin is 
related to the piesence of two X-chiomosomes m 
the female, with a possibility that eithei one or 
both of the chiomosomes show positive heteiopy- 
knosis The absence of se\-cliromatin in male 
nuclei is attiibuted to the isopvknosis of the single 
X-chiomosome The two “se\-chiomatin” bodies in 


jama, Sept 17 , iggQ 


the X^chromosomes Several findings point agmst 
this Our case does not resemble in any fchion 
the case reported by Jacobs and co-authors'' 
which IS characterized by the presence of 47 
cliromosomes (three X-chromosomes The trisom\ 
m our case involves a chromosome in winch the 
ratio of the arm lengths was not cliaracterishc of 
the X-chromosomes Furthermoie, the two X 
chromosomes could be identified with certainh 
in some of tlie metaphases, because of the allocvclv 
and heteropyknosis of the se\ chromosomes'' 

Tlie extension of chromosomal studies in patients 
with mental letardation and other congenital atio 
mahes should be of considerable aid in establishing 
genetic distinction within groups of superficially 
similar syndromes 

Summaiy 

A 21-yeai-old woman with mental retardation 
was shown to have 47 chromosomes in hei bone 
marrow cells and to be trisomic for the sixth larg 
est autosome The nuclei of the patient’s buccal 
mucosa contained two “sex-chiomatm ’ bodies Her 





B 




Fjg 4_Two ‘ sex chrormtin ’ bodies (nuclei A and B) in buccal mucosi cells of pahent The t«o bodies as 

sumed no fixed circumferential relationship with respect to each other Nucleus C shows single sex cliiomatin bodj 
in buccal mucosa cells of patient’s mother These cells were stained with cresylecht violet and photographed b) 
means of the monochiomatic radiation from a sodium lamp 


the cells of oui patient need not be denved from 
two X-chromosomes, but may indicate that such 
bodies may also be i elated to ceitain autosomal 
trisomic conditions Up to the time of wilting, 
only one sex-chiomatin body has been found in 
the othei cases of autosomal tiisomy that have 
been published It should be pointed out, how¬ 
ever, that double sex-chiomatin bodies were seen 
in a patient with thiee X-chiomosomes 
The rather advanced age (41 yeais) of the 
mother at the time of the bnth of oui patient poses 
the question of the i elation of the age of the 
mothei to the occurience of chiomosomal and 
congenital anomalies in the children Most authors 
seem to favor the view that the chromosomal tii¬ 
somy IS due to nondisjunction of certain chromo¬ 
somes during gametogenesis m either parent 
The question might be raised whethei the tri¬ 
somy in the case lepoited heie does not involve 


mothei was found to have a noimal diploid num¬ 
ber of chromosomes (46) and a single sex-chro- 
matin body in the buccal mucosa nuclei This 
unusual case of trisomy differed in vaiious aspects 
(discussed in detail) from otliei published cases 
of tiisomic syndiomes 

Addendum 


rhe method desciibed is piesently in use in our 
ioiatory foi the deteimination of human chromo 
nes 1 One to 2 ml of bone marrow aspirate 
; added to 20 ml of 0 6% glucose (dextiose) m 
’% NaCl Mix by gentle inveision 2 Seven miln 
ns of this mixture aie added to 28 ml of 0 44>‘ 
Jium citiate (CfiH-,Na,OT 2H,0) and genth 
xed by inversion 3 This mixtuie is incu a e 
37° C foi 10 to 15 minutes The 
drum citiate causes the cells to swell 4 J 
ixture is then centnfuged foi 3 to 5 minu 
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Decant supernatant and discard 5 To the packed 
cells add 5 ml of acetic-alcohol fixative (1 part 
glacial acetic acid and 3 parts absolute ethyl alco¬ 
hol) Do not disturb the sediment Let stand for 
30 minutes Decant fixative and discard 6 Add 
5 ml of 45% acetic acid and let stand at least one 
hour m a refrigerator, although better results are 
obtamed by lengthening tins period to overnight 
If necessary, the cells can be kept in 45% acetic 
acid for days before proceeding vath next step 
Decant acetic acid and discard 7 To the packed 
cells add approximately 1 ml of freshly filtered 
aceto orcein stain with Pasteur pipette Mix by 
aspirating several times Let stand at least 10 min¬ 
utes 8 Place two drops of stamed cellular sus¬ 
pension on a microscope slide, covei slip, and 
remove excess fluid by gently blotting in bibulous 
paper book 9 Cover slide with several dry pages 
in bibulous paper book and spread cells by apply¬ 
ing firm thumb pressure (through the paper) to 
the cover slip for 30 seconds Seal edges with bees¬ 
wax The slides can be kept in good condition for 
at least two weeks when stored under refrigeration 
10 The slides are examined under the micioscope 
witli a Wratten 58 green filter In oui laboratory, 
satisfactory photographs are routinely taken with 
an AO Microstar microscope equipped with a 
35 mm camera Best results are obtained vuth 
High Contrast Copy film (Microfile) developed in 
D 76 for nine minutes at 20° C , under continuous 
agitation 

We wish to think Dr Robert Warner of Children s 
Hospitil of Buffilo for his help in the study of the patient 
Mr Paul Edwards of the Association for tlie Help of 
Retarded Children who supphed background informition 
ibout the patient, and Dr Theodore S Hauschki for his 
advice during this study 
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E nzymes —Enzymes can be defined simply as catalysts produced by living 
cells but independent of living cells in their operahon They differ from 
inorganic catalysts m being rather more delicate, most of them are easilj 
destroyed by heat, they are active over only a limited pH range and are destroyed 
by acids or alkalies They are all protein in nature and are characteristically specific 
m their actions The substance upon which an enz>'me acts is known as the substrate 
Most enzymes are named after their substrates by adding the suffix ase Thus 
amylase acts on starch, uncase acts on uric acid, lactase acts on lactose, and so on 
In many cases enzymes can be extracted from the cells by gnnding them wath 
quartz sand or by disrupting the cells either in a mechanical homogemzer or with 
ultrasonic xvaves, and then extracting the debris with water or buffer soluhons It 
IS only m the case of the enzvmes which are soluble in water or in buffers, and 
which can therefore be extracted, that purificahon is possible In other cases the 
enzymes remain in the cellular debris The catalj he actixatv of enz> mes persists 
at diluhons so great that chemical tests cannot detect the presence of protein Thus 
the presence of the enzxme catalase which decomposes hxdrogen peroxide can be 
demonstrated at a dilution of 1 gram of enzxane in 25,000 litres of water -G H Bell, 
J N Davidson, and H Scarborough Textbook of Physiology and Biochemistry, 
1959, pp 70-71 
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Cardiac Arrest 

Evaluation of Caid.ac Massajje m Tteatmem of Seventy Patients 
Empliasis on Caidiac Aiiests Occuinng Outside the Opeiating Room 

LeRoy H Stahlgren, M D, and Jean Angelchik, M D, Philadelphia 


T he value of thoiacotomy and cardiac mas¬ 
sage Las been well established m the treat¬ 
ment of caidiac airest ‘ It is appaient that the best 
opportunity for early diagnosis and prompt tieat- 
ment exists when the cardiac ariest occurs in a pa¬ 
tient who IS under anesthesia in the operating lOom 
In this environment, expeiienced personnel, as well 
as the necessary equipment and drugs, should be 
readily available However, these favorable circum¬ 
stances do not often exist outside the operating 
room “ As a result, there may be a delay in diag¬ 
nosis and treatment beyond tlie acceptable interval 
after which irreversible brain and other visceral 
damage appeals'' Therefore, a problem has been 
created in many hospitals by ill-advised, as well as 
inadequate, attempts at cardiac resuscitation m the 
waids, x-ray department, and similar areas 
A brief review of the literature has been under¬ 
taken witli the aim of establishmg critena foi the 
selection of patients for cardiac massage among 
those who suffer cardiac arrest in areas independ¬ 
ent of the operating room A number of authors 
have reported the sunnval of individual patients 
after “penknife” thoracotomy foi cardiac arrest 
Patients have been lesuscitated in an x-iay dark 
room,^ on the fiont steps of a hospital,m an open 
ward,"*' in a physician s office during tonsillectomy,’"' 
and in a hospital room"* Stephenson’" has stated 
tliat among 1,710 patients in the Cardiac Anest 
Registry, 209, or 12 2%, suffered cardiac airest “out¬ 
side the operating room” Among these 209 pa¬ 
tients, 44, or 21 1%, were successfully resuscitated 
It should be pointed out, hoxvever, tliat many of 
the cardiac anests which were classified as having 
occurred outside the opeiating room actually oc¬ 
curred m the anesthesia induction lOom, bronchos¬ 
copy room, deliveiy lOom, and caidiac physiology 
laboratory (eight aiiests followed caidiac cathe¬ 
terization) Since patients in such areas are usu¬ 
ally caiefully obseived by a physician and in some 
circumstances are monitored by means of an elec- 
trocardiogi am, the results of massage should more 
properly be classified xvith the aiiests which occur 
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Seventy cases of cardiac arrest treated 
hy cardiac massage were recorded at the 
Philadelphia General Hospital over a 
six-year period Forty-five patients were 
seen in the opeiating room, 27 were 
resuscitated and 11 recovered (24 5%) 
Tiventy-five patients suffered cardiac ar 
rest outside the opeiating loom seven 
were resuscitated hut only one patient 
lecoveied Cardiac massage, hettei 
termed cardiac pumping, can he per 
foiuied both inside and outside of the 
operating room Time does not permit 
moving the patient, if the patient is to he 
revived A delay of four minutes after the 
last heart heat, recognized by the stopping 
of the carotid arterial pulsation, mil re¬ 
sult in severe damage to both the brain 
and viscera Tivo important criteria aie 
desciihed which should he considered he- 
foie cardiac massage is performed out¬ 
side the operating room the intei-val 
between arrest and institution of mas¬ 
sage should he less than foin minutes, 
the patient’s piimary disease should he 
revel sihle Four cases of patients xvith 
cardiac airest xvliich occurred outside the 
operating room are illustrated 


xxuthin the opeiating loom Stephenson collected 
reports of three survivals among 23 patients (13r«) 
xvho suffeied arrests while undergomg various pro 
cedures in the x-ray department He concluded tint 
a higher survival rate could be obtained m 
x-ray department, because a physician has usualn 
performed tlie study which precipitates the arrest 
The results of cardiac massage in all patients ««« 
have suffered cardiac arrest in the xx'ard, m tie 
hospital room, or in tlie accident ward, ® 
been reported by most autliors It is like) 
most unsuccessful attempts at cardiac massage 
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the wards are not published "For this reason, the 
single case reports of successful cardiac massage 
performed outside the operating room are apt to 
be misleadmg 

All patients who suffered sudden cardiac arrest 
and in whom thoracotomy and cardiac massage 
were performed anyM'here m the Philadelphia Gen¬ 
eral Hospital durmg a siv-year period (1954-1959) 
have been reviewed and form the basis for this 
report 

Report of Cases 

The case histones of 70 patients have been ana¬ 
lyzed Some of these patients were known bv us, 
but most were not Thoracotomy was performed to 
gam access to the heart in 68 patients In two pa¬ 
tients, a thoracic incision was already present Car¬ 
diac arrests which occurred during operations on 
the heart were excluded The arrests occurred in 
the operating room m 45 patients and outside the 
operating room in 25 

Operating Room Arrests-Twenty-seyen of the 
45 patients, or 60%, were resuscitated Eleyen pa¬ 
tients, or 24 5%, recoyered Ten patients left the 
hospital Nme exhibited no eyidence of neurologi¬ 
cal damage, and one had mild hemiparesis One 
patient surywed but later bled to death from a 
rapture of a preexisting abdominal aortic aneu¬ 
rysm 37 days after resuscitation Four patients sur¬ 
vived for periods rangmg from one w'eek to four 
months, all with serious neurological sequelae 

One cardiac arrest occurred in every 850 opera¬ 
tions The type of anesthesia, nature of the opera¬ 
tion, and diagnoses are listed m table 1 Data con¬ 
cerning the ebological factors mcriminated in each 
cardiac arrest were excluded because thev were 
incomplete 

Number of Arrests Outside Operating Room — 
Cardiac massage was performed m the followung 
locations ward, 17, accident dispensary, 3, \-ray 
department, 3, hospital corridor, 1, and lecture 
auditorium, 1 In each of the 25 patients, the car¬ 
diac massage was performed by an intern or resi¬ 
dent Seven of the patients, or 28%, were resusci¬ 
tated Only one patient recovered and shows no 
evidence of neurological sequelae This patient is 
a 47-year-old man who suffered cardiac arrest dur¬ 
ing bronchography m the x-ray department A 
thoracotomy was performed and cardiac massage 
"as instituted immediately bv a surgical resident 
"’ho happened to be m the department The re¬ 
maining six patients survived for penods ranging 
from one hour to fia'e days One of these appar¬ 
ently had recovered from the cardiac arrest but 
died of pneumonia four days after tlie arrest 

In the review of the case histones of tlie 25 pa¬ 
tients, an attempt was made to determine whether 
cardiac massage was indicated under tlie parbcular 
circumstances which existed Massage was listed 
"IS not indicated if the patient s disease x\ as know n 


to be irreversible at the tune of tlie arrest or if the 
arrest had obviously existed for a prolonged penod 
before massage was begun In 13 of the pabents, 
cardiac massage was not indicated ” The follovvang 
reports are extreme examples of the pabents in 
whom, vv^e beheve, cardiac massage was ‘not indi¬ 
cated ” 

Case 1 —An 83-vear-old woman xv'as admitted to 
the medical ward with ascites and large abdominal 
masses Her condibon vvms complicated by severe 
artenosclerobc heart disease She ‘arrested’ sud¬ 
denly Cardiac massage vv'as performed without 
restoration of the heart beat At autopsy, ovanan 
carcinoma with widespread metastasis was estab¬ 
lished as the cause of death 

Comment —Tins patient probably died of natural 
causes rather than cardiac arrest Cardiac massage 
wms performed bv an over-zealous house oflBcer 
Case 2—An 88-vear-old woman had severe pul¬ 
monary disease, complicated by a cavity in the 
upper lobe of the right lung She also had severe 
arteriosclerotic heart disease, bronchopneumonia, 
and presacral decubitus ulcers After regurgitation 
of a liquid feeding, she aspirated and suffered a 
cardiac arrest Cardiac massage was unsuccessful 
Autopsy findings revealed a right upper lobe ab¬ 
scess, pneumonia, and massiv'e atelectasis due to 
aspiration 

Comment—This patients pulmonarj' and cardiac 
diseases were incompatible with life, even if she 
had been resuscitated 

Case 3-A 46-year-old man, w’ho suffered ‘car¬ 
diac arrest shortly after arrival m the accident 
ward, had multiple bullet w'ounds of the chest and 
abdomen Cardiac massage was successful m re¬ 
storing a heart beat, but the patient died two hours 
later in the operabng room dunng laparotomy 
Autopsy revealed massive hemorrhage into the 
abdomen from laeerabons of the portal v'ein and 
trauma to the stomach, colon, and right kidney 
There had also been massiv'e hemorrhage into both 
pleural cavities due to damage to the lungs 

Comment —This patient suffered irrev'ersible 
shock before admission due to blood loss Irre¬ 
v'ersible damage to the brain and other vital struc¬ 
tures had occurred before the arrest 

Case 4 —A 47-year-old man suffered a cardiac 
arrest m a lecture auditorium Thoracotomv and 
cardiac massage were begun 15 minutes after ar¬ 
rest Autopsv rev'ealed both an old and a recent 
myocardial infarction 

Comment —The long delav before cardiac mas¬ 
sage was begun made attempts at resuscitation 
useless Cardiac massage might hav e been success¬ 
ful if it had been promptly performed m the lecture 
hall This vv as unlikelv', how ev er, because the pa- 
hents heart disease was sev'ere 
Twelve of the twentv’-five instances of cardiac 
massage were thought to have been “indicated” 
after review However, 5 of the 12 patients proved 
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_Table 1 -Analysts of Data Relating to Cardiac 
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Massage in Treatment of Cardiac Arrests m Operating Room 


Iso 

Age 

Diagnosis 

Premedientfon 

Ancsthesin 

1 

73 

Ruptured gall 
Iilftddcr 

''lorplilne 

Spinal tetrn 
calne HCI 

0 

21 

'I iilml pregnancy 

None 

Not reported 

3 

tiS 

Peptic ulcer 

Vtroiiine mor 

Spinal NO. 


Operation 

FTpIorafor\ 

lnpnrotoin\ 


Neurological 
Damage of 
Resuscitated 
Patients 
Unknown 


)3 Pnr i)il\ nneed 
liiBereuIO'Is 

53 Tttistod cjstfc 
o\nrv gnu 
grcnc 

"'1 Carelnoinn of 
lelt breast 


Morphine sco 
tmlamlne 

\torp!>lnc sco 
polaiiiinc 

None 


NOc tetracaine 
HCl suceln^I 
clioiine 
Cjc'opropnnc 
succlnjl clio 
line 

Procaine local 


Salpingectomy Vnhnonn 


Subtotal None 

gastrectomy 
Right pncH 
moncctoinj 


Left oophorcc 
tomy 

Breast blopsj 


Sur\ 1\ nl 
3 days 


3 hr 
22 min 


Contributory 
Factors In 
Ftiology Of 
Arrest 

Prior cardiac 
arrhythmia 


Hypo\ olemic 
shoelv 


Ali\ e Unknown 


Autopsy 
Findings 
Ruptured tall 
bladder pen 
tonitis and 
heart failure 
Postmassage 
heiaothoraT 
and epleaniijl 
Inccratlon 


7 

83 

Hemorrhagic 

cystitis 

Atropine 

Siilnal procaine 

Suprapubic 

cystostomy 

8 

12 

Congenital 

scoliosis 

Pentobiirhitiil 

scopolnmlne, 

meperidine 

Tetracaine HCI 
NOs curare 

Spinal fusion 

0 

43 

Cholelithiasis 

Morphine 'co 
polamlne 

Cyclopropane 

Cholccystee 

tomy 

10 

2fi 

Multiple stall 
wounds of 
thoray and 
cytrcmitlcs 

Atropine 

None 

Arrest oe 
curred before 
operation 

11 

40 

Bleeding 
duodena) ulcer 

Not reported 

Not reported 

Subtotal gas 
trectomy 

12 

27 

Pott s disease 

Morphine sco 
polamlne 

TWopcntnl 
sodium NO 2 , 

Bhacoto-my 



None 

Cardiac 

failure 

None 

Massive cerebral 

8 hr 

Heart bloch 

N< ne 

damage 

30 min 

on admission 
shock, toxic 

Right hemi 

30 days 

Metastatic 

Metastatic 

paresis 


carcinoma 

carcinoma and 
cerebral dam 
age 


None 

Operative 

shock 

None 


None 

Circulatory 

collapse 

Cerebral 

edema 


None 

Post operative 

None 


Mnssn c cerebral 
damage 

Mnssh e eerebral 
damage 


30 min 

5 days 
21 days 


shoci 
■tspiratlon 
of vomitus 


Hypor olemia 

Hypor olemic 
shoe! 


13 2 1 \filirinogcnerain None 

term preg 
nancy 

14 14 Nonosteogcnlc None 

fibrosis 

1 > 70 Intestinal hern atropine 

orrhnpc 


10 30 Periarteritis None 

nodo'o 


43 Sulidural Atropine 

hjgroma 


lino 

None 


Spinal tetra 
eaine HCI 
N’Oa thiopental 
sodimn sncei 
njl choline 

Cl clopropano 


Local 


Performed by 
coroner 
not reported 

None 

Performed by 
coroner 
not reported 


Arrest oc 
curred before 
caesarean 
section 


None 

Placental 

separation 

Pulraonniy 

emholtsm 

Biopsy of 
right femur 

None 

Alive 

A'asodllatatlon 


Right heini 
colectomy 


None 

Hypov olemic 
shock 

Cause oi mtc> 
tmnl hemor 
orrhnge im 
known 

Arrested diir 
ing induction 
of anesthesia 

None 

3 days 

Hemorrhagic 

shook 

Multiple nneii 
rysms pen 
neplirie hem 
orrhnge 


Trepanation 


None 


rntraeriimal 

hjperfcnslon 


Performed liy 
coroner 
not reported 


18 

IV* 

Right indirect 

Morphine sco 


mo 

inguinal hernia 

polamine 

19 

-17 

Mitial stenosis 

Mejieridine 



atropine 

20 

1 

Developmental 

Morphine =co 

mo 

defect of brain 

polamine 

21 

2 

Riglit Indirect 

Afoipliinc SCO 

mo 

ingiiinii) hernia 

pDlaminc 

22 

78 

Strangulated 

Atiopino 


ventral hernia 


2.3 

04 

letnnus 


24 

01 

Small bowel 

Ati opine 


obstruction 


2.) 

24 

Pctoplc prep 

Scopolamine 



nancy 


20 

50 

Herniated disk 

Meperidine 

scopolamine 




pentoliurbitnl 

27 

3% 

Osteomyelitis of 
both tliumbs 

Pentobarbital 

scopolamine. 



morphine 

28 

12 

Fractured left 

3rd toe 

Morphine pen 
tobarbital, 



scopolamine 

29 

1% 

Ventral hernia 

Pentobarbital, 

morphine 


mo 


scopolamine 


NO. cvclopro 
pane ether 
NO. sueemj! 
cbolinc 

Hernlorrhaphv 

Arrest before 
mitral ral 

V ulotomy 


NO. cvclopro 
pane ether 

Pneuraoen 

cephalogram 


t vclopiopnnc 
ethei 

Herniorrhaphy 

Mii-hivc ecitbral 
damage 

Spinal NO- 

Repair of 

V entral 
hernia 

Massive cerebral 
damage 


Tracheotomy 


Continuoiis 

spinal 

Cj clopropane 

Exploratory 
Inparotomv 
Left sniping 
eetoray 

Mas..ive 

NO. 

Lamlncetomy 

None 

Cyclopropane 

NO= 

InclMon and 
drainage 

Minimal con 
tracturcs of 
both legs 

Spinal 

Dfibridment 

reduction 

None 

NO 2 cyclop ro 
pane ether 

Repair of 
ventral 
faemln 

Massive 


None 

None 

None 

4 d lys 

in hr 

None 

Ihr 
3 days 

Ali\c 

Alive 

Alive 

3 mo , 
20 days 


Anesthetic 
ov erdoso 
Cardiac 
irritaiiility 

Brain 

aplasia 

Cnrdio 
respiratory 
collapse 
Cardlo 
respiratory 
collapse 
Cardio- 
respirn tory 
collapse 
Aspirated 
V omitus 
Hypov olemic 
shociv 


Anoxia 


Cardio 

respiratory 

collapse 

Cardio 

respiratory 

collapse 

Anesthetic 

overdose 


Noncontriliii 

tory 

Performed liy 
coroner 
not reported 
Developmental 
defect of 
liraln stem 
Noncontrlbii 
tory 

None 


Noneontrltm 

tory 

Noncontrilm 

tory 

Postmiis ace 
myocardinl 
1 iccratlon 
sutured 


Ccreliriil fdOT» 

bionchopafu 

moala 


SO 
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Table 1 —Analysis of Data Relating to Cardiac Massage in Treatment of Cardiac Arrests in Operating Room—Continued 


Ofl‘’C 


Diagnosis 

PremedlcatlOD 

Ane«the«ia 

Operation ' 

Neurological 
Damage of 
Resuscitated 
Patients 

Sur\ I\ al 

Contributory 
Factors In 
Etiology Of 
Arre t 

Autopsy 

Findings 

3fl 


Aneurysm of 
obflomlnal 
aorta 

Pentobarbital 

NO succinyl 
choline 

Bypass graft 

None 

37 days 

Sudden blood 
less with 
hypov olemic 
shock 

Ruptured aneu 
ry«:m uremia 

31 

48 

Multiple frac 
turc 

None 

NOs 

Control of 
hemorrhage 


None 

Hemorrhage 

shock 

None 

3’ 

1C 

AncuryFin of 
aorta 

Atropine 

Cyclopropane 

Exploratory 

laparotomy 


None 

Ruptured 

aortic 

aneurjsm 

Ruptured 

aortic 

aneurysm 

33 

80 

\entrlcular 

fibrillation 

femoral 

thrombosi*? 

None 

None 

Cardiac arrest 
before 
operation 


None 

4 entricular 
fibrillation 

PostTna<!sage 
rupture of 
myocardium 

34 

61 

Carcinoma of 
thyroid 

None 

Procaine 

Tracheotomy 

MassH e 

20 hr 

Anoxia 

Brain 

meta^ta'ife 

a. 

ai 

Cerebral contu 
slon 

None 

Procaine NO 

Craniotomy 


None 

Cerebral 
anoxia sTaill 
fracture 

None 

3ij 

6j 

Intc tinal 
obstruction 

Atropine 

Cyclopropane 

NO suceinyl 
choline 

Exploratory 

laparotomy 

Masshe 

48 hr 

Cerebral 

anoxia 

None 

37 

3o 

Bronchiectasis 

Meperidine 

scopolamine 

pentobarbital 

NO suceinyl 
choline 

Right lower 
lobectomy 

MassUe 

4 hr 

Intrathoradc 
hemorrhage 
with hypo 

V olemic shock 

None 

38 

83 

Fractures of 
right femur 
and radius 

Chloral hjdrate 

Spinal tetra 
caine 

Nailing of 
right hip 


None 

Hypov oleinia 
due to 
dehydration 

Subdural and 
extradural 
hematomas 

M 

37 

Bronchiectasis 

Meperidine 

scopolamine 

NO thiopental 
sodium sue 
cinyl choline 

Right pneu 
monectomy 

T eft hemi 
paresis 
aphasia 

\ll\e 

Anesthetic 
ov erdo«e 


40 

o’ 

4denocarciooma 
of the sigmoid 
colon 

Atropine 

Continuous 

spinal 

Resection of 
sigmoid 

None 

AlUc 

A agal 
reflex 


41 

72 

Traumatic per 
foratlon of 
sigmoid 

Ctroplne 

Thiopental so 
dluin suceinyl 
choline 

Arrest after 
skin Incision 


None 

Hypov olcinia 

None 

4’ 

74 

Cholelithiasis 

Chloral hydrate 
atropine 

Thiopental so 
dium NO 
suceinyl 
choline 

Exploratory 

laparotomy 


None 

Unknown 

Recent inro 
cardial 
infarction 

43 

ih 

Left Inguinal 
hernia 

Pentobarbital 

scopolamine 

morphine 

Cyclopropane 
ether NOa 

Hernloplasty 


Alive 

Unknown 


44 

49 

Cholelithla^ils 

Morphine 

scopolamine 

Cyclopropane 
ether «uccin>l 
choline 

Cholecystec 

tom> 


All\e 

Unknown 


4a 

11 

Fractured no«e 

Morphine 

pentobarbital 

scopolamine 

Cyclopropane 

NO ether 

Reduction of 
nasal frac 
ture 

None 

AII\e 

Laryngo^pasm 
with anoxia 



to have an irreversible disease at autopsy While 
the irreversibility of the patients disease was not 
known at the time of the cardiac massage and does 
not alter the fact that massage was indicated, these 
five had no chance to survive The remaining seven 
should represent that group with as good a chance 
for survival as possible under conditions existing 
outside the operatmg room Four patients were 
resuscitated One patient survived for four days 
wthout evidence of neurological damage, but died 
of pneumonia One recovered and left the hospital 
While an accurate estimate of the interval between 
cardiac airest and massage was not possible, it is 
expected that delay in diagnosis and tieatment 
resulted m the failure to resuscitate a higher per¬ 
centage of the latter group Table 2 is a summarx' 
of the data pertainmg to these 25 patients 

Frequency of Cardiac Arrest and 
Injuries to the Heart 

As noted in figure 1, the number of patients who 
have been subjected to cardiac massage has in¬ 
creased There has been a disproportionate increase 
in the incidence of cardiac massage in the group 


of patients who suffered cardiac arrest outside the 
operating room as compared to those within the 
operating room 

The heait was injured durmg cardiac massage in 
five patients Three of these accidents occurred in 
the operating room and two outside the operating 
room Lacerations of the myocardium or coronarj' 
arteries occurred during thoracotomy in three pa¬ 
tients One patient survived after closure of the 
incision m the left ventricle Ruptures of the myo¬ 
cardium occurred durmg vigorous massage in one 
patient who had suffered a massixe infarction and 
in another xvho had svphihtic mvocarditis 

Comment 

The salvage rate of 24 5% after cardiac irrest 
under anesthesia in the operating room c-ompires 
fax'orablv xvith other communitx' hospitals ’ In these 
institutions, the pitient population consists of manv 
elderly persons xxith far-advanced diseases ind 
xxath coexisting cardiac, pulmonarx’, and renal com¬ 
plications Stephenson “ has pointed out, in a surx'ex 
of 1,200 cases of cardiac arrest, tint 36% of the 
patients xxere ox'er 50 xears of ige It is reported 
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from the Massatluisetts General Hospital that 76% 
of the anests occuried in patients over 50 years of 
age’' In oiii senes, 42 2% of the opeiating loom 
anests occuried in this age gioup Only 13 3% oc- 
ciiiied in patients dining the fiist decade of life, 
as coinpaied to 24% in the Caidiac Anest Registry’ 

It IS noted tliat 84% of tlie patients whose arrests 
occiiirecl outside tlie opeiating room weie ovei 
40 veais of age Figuie 2 contains data pei taming 
to the incidence of caidiae anest m the vanous 
age gioups The iccavciv late in oui senes com- 
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iires, and the indications for massage in the treat 
ment of cardiac arrests occurring outside the 
operating room 

The importance of promptness in the perform 
ance of thoracotomy and cardiac massage in the 
tieatment of cardiac arrest has been repeatedh 
emphasized ^ It is difficult to achieve this objective 
in areas wheie the patient is not being careful!) 
observed Howevei, when the physician is present 
at the time of the cardiac airest, such as during 
arteriogiaphy in the viay department or intra 


Taiu c 2 —Auahi’iis of Data Relating to Cardiac Massage in Treatment of Cardiac Arrests Outside Operating Boom 
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paies witli that lepoited fiom many hospitals but 
is a little below the aveiage of 29% as lepoited by 
Stephenson " m an analysis of 1,710 cases Fig¬ 
uie 3 shows the yearly suivival late 

The survival after caidiac massage of only one 
patient among 25 whose caidiac anest occuired 
outside the opeiating lOom has led to a review o 
the piogiam foi caidiac resuscitation in this hos¬ 
pital Emphasis was directed toward tAVO impoitant 
factors AA'hich influence the survival rate, the 
promptness of diagnosis and speed of institution 
ITZdiao massage and other lesuscitative meas- 


venous medication in the ward or patient’s room, 
the diagnosis should be made immediately 'c 
physician Avho makes the diagnosis must immedi 
ately open the chest It follows, therefore, that a 
scalpel should be accessible m each patient area 
In some hospitals, members of house sta 
aie advised to carry a penknife ' Of equa 
portance is immediate aeration of the an. 
which, m the absence of an endotracheal tub^ j^ 
most efficiently accomplished by mouth-to m 
breathing This is, of necessity, performed b 
assistant 
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Diagnosis and Management of Cardiac Arrest 

The followmg brief outline may serve as a guide 
to the house staff m the diagnosis and management 
of cardiac arrest occurring outside the operating 
room “ 

Consider that cardiac arrest has occurred if pul¬ 
sations cannot be felt m a major artery, such as 
tlie carotid artery Observe pupil size Pupils usu¬ 
ally dilate after eardiac arrest and are nonrespon- 
sive to light Do not leave a patient once the 
diagnosis of cardiac arrest is made Note the time 
of arrest 

Thoracotomy—Before thoracotomy (while the 

HUMffiR OF 
PATIENTS 


Massage —Cardiac pumping is a better term 
than massage Pump the heart vath the palm of 
the hand as rapidly as possible Faster pumping 
achieves greater cardiie output Avoid finger or 
thumb pressure 

To determine the effectiveness of massage, note 
the following signs a penpheral pulse should 
return wuth each pumping motion, unless there 
is permanent brain damage, the pupils will con¬ 
strict 

Intravenously Administered Fluid —Concurrentlv 
with thoracotomy and massage and aeration of the 
lungs, have another assistant start an intravenous 



DECADES 0-10 10-20 20-30 30-40 40-50 50-60 60-70 70-80 80-J90 

Fig 1 —Yearly incidence of performance of cardiac massage for treatment of cardiac arrest in operating room, as compared 
'Mfh those cases occurring outside operating room 


hnife IS being obtained), vigorously pound the pa¬ 
tient’s chest once or twice over the heart If caro¬ 
tid pulsation does not immediately return, thora¬ 
cotomy should be performed Not more than a few 
seconds should be consumed by this maneuver 
Have an assistant perform mouth-to-mouth breath¬ 
ing as soon as the diagnosis of arrest is suspected 
Enter the left side of the chest through the 
fourth mterspace, which is below the nipple in 
the male and below the elevated breast in the 
female Do not stop to count the mterspaces Begin 
the incision lateral to the sternum to avoid the 
internal mammar}' vessels and extend it to tlie mid- 
avillan' line Cut the pleura watli the handle of the 
hnife to avoid damage to the heart or lungs 


infusion or perform a venous cut-dowm Giv e fluid 
under pressure with a pump, if available Use 
blood as soon as it can be t)ped and cross-matched 
Until then, use 5% glucose in w’ater, or a plasma 
expander 

Other Ait/s—Call for ex-pert help from the sur- 
geiy', anesthesia, and cardiologv' departments Move 
the jiatient to the operating room as soon as pos¬ 
sible After resuscitahon the patient should be 
observed carefulh' m the operatmg room for a 
recurrence of the arrest and should not be moved 
until completelv stabilized 

Use of Drugs as an Adjunct to Cardiac Massage - 
If tliere is no forceful, independent heart beat after 
five minutes of cardiac massage, the following 
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(lleiapeiihc measuies aie lecommcnded " (o) If the 

to 10 L wi f “l’"'?!’''”''® (1 1,000) diluted 

“'"'ton, as follows miect 
S cc into he ravitv of both the light and left ven¬ 
ue es, 01 (h) If the beau is lesponding somewhat, 

XWffiER OT 
miEBTS 

la - 



Fig 2 -Numljci of p iticnls pei dccatlc ^^Jlo suffeied from 
cvidiac arrest 

give 0 2 mg of isopioteienol (Isupiel) hydiochloude 
diluted to 10 cc with saline solution in a manner 
similai to that desciibed undei (o) If theie is no 
immediate i espouse to the above diugs, give 20 cc 
of molar sodium lactate, one-half into eacli ven¬ 
tricle, as described undei (a) If all measuies fail, 
give calcium gluconate, 10 cc of 10% solution, 
intiavenously, also inject 2 cc of 10% solution into 
eacli ventricle 

InchcaUons foi Canhac Massage Outside Opei- 
atmg Room —It is impoitant in the institution of a 
hospital progiam for the tieatment of caidiac ai- 
lest to review the indications foi caidiac massage 
in those patients whose aiiest occuis undei the 
less favorable conditions which exist in the non¬ 
operating room aieas The numbei of survivors 
will not be inci eased bv reducing the attempts at 
caidiac massage, but the number of failuies will be 
deci eased It should be possible to be selective 
to the extent that hopeless cases aie excluded The 
house staflF can be encouiaged to exeicise lestiamt 
in their use of these heioic measuies for lesuscita- 
tion, thereby spaiing the patient unnecessaiy 
tiauma and the patient’s family, suiroundmg pa¬ 
tients, and many hospital sei vices an avoidable 
burden In general, thoiacotomy and caidiac mas¬ 
sage should be lestiicted to those patients whose 
undeilying disease is leveisible and in whom an 
immediate diagnosis has been made Examples of 
specific indications aie listed below ® 

Specific indications for caidiac massage in the 
waid are (1) drug reactions, (2) sudden lespna- 
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atmg room or (3) suddeli u„™UmrattT 
patient will, .ever^ible disease Specdic indSta 
for caidiac massage in the accident ward are (1 
rug reactions, (2) oversedation, (3) poisons 

tions for cardiac massage in the vray department 
ai e drug ieactions 

Time Interval and Reversibility of 
Patient’s Piimary Disease 

The following two factois merit paiticular em 
phasis in a discussion of the indications for caidiac 
massage outside the operating room 
Ttme Interml-There have been reports of siir 
vivors m whom cardiac arrest had apparently per 
sisted for more than three or foui minutes before 
massage was begun However, m an extensive re 
view, Stephenson reported that 94% of survivors 
fall within the group in whom the mteival between 
arrest and massage did not exceed four minutes 
Furthermore, among the 6% who survived despite 
a longei mteival, theie weie many patients who 
bad seveie neuiological defects Achieving aitenal 
ciidilation within the safe time interval is difficult 
m tliose duests occuiiing outside the operating 

PAnrors 
13 - 



Fig 3 —Figure illustroting number of survivors per >car 
among total patients treated by cardiac massage inside op 
crating room 

loom Unless the airest is witnessed by a physician 
who makes a prompt diagnosis and immediateh 
opens the patient’s chest, moie than three or four 
minutes will usually have elapsed In our e\peu 
ence, that combination of foituitous circumstances 
which leads to massage within an acceptablj' short 
time limit does not often exist outside of the oper 
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ating room When it is known that the safe time 
interval has been greatly exceeded, we beheve that 
the patients chest should not be opened 

Reversibility of the Patients Primary Disease — 
There is no reason to perform heroic resuscitative 
measures in a patient who cannot survive because 
of a fatal disease, even if the heart beat is restored 
by massage Such is the situation in patients who 
have suffered an arrest in the terminal course of 
their death from cancer, a major cerebrovasculai 
accident, uremia, or other disease of a similar 
nature Major coronary occlusions or those asso¬ 
ciated with complications such as congestive heait 
failure, thromboembohc phenomena, and pneu¬ 
monia are probably irreversible On the other hand, 
arrest after a small coronary occlusion which has 
caused ventricular fibnllation might be considered 
reversible m a young patient The role of cardiac 
massage remains to be clarified m this gioup of 
patients ” A patient whose heart has stopped beat¬ 
ing because of hypovolemic shock from blood loss 
has suffered irreversible damage to vital organs 
due to prolonged anoxia before the "arrest’ oc¬ 
curred Such patients are beyond salvage by car¬ 
diac massage 

Efforts to select patients for cardiac massage 
must be conditioned by the patients chance for 
survival However, no patient should be denied a 
chance to survive because a physician has delayed 
thoracotomy and massage through indecision Re¬ 
straint should be exercised in the use of cardiac 
massage but not in the speed of its performance 
when indicated 

Summary and Conclusions 

Six years experience with 70 patients subjected 
to thoracotomy and cardiac massage for cardiac ar¬ 
rest with emphasis on arrest occurring outside the 
operating room, showed that the older age groups 
were represented by a higher percentage of cardiac 
arrests than is usually reported There was a 24 5% 
survival rate among 45 patients who suffered car¬ 
diac arrest in the operating room The survival rate 
in 1959 was 454% of 11 patients Among 25 pa- 
hents whose arrest occurred outside the operating 
room, one was salvaged by cardiac massage (4 0%) 
Cardiac massage was "indicated m onlv 12 of 
these 25 patients 

On the basis of our study we have drawn the 
following conclusions 1 Thoracotomy and cardiac 
massage should be performed as soon as cardiac 
arrest is diagnosed in the operating room 2 The 
factors which are most helpful in improvmg the 
rate of resuscitation after cardiac arrest are prompt 
diagnosis and immediate thoracotomy and cardiac 
massage 3 Cardiac massage for patients m whom 
cardiac arrest occurs outside the operatmg room 
should be reserved for occasions when arrest has 


been immediately diagnosed and the underlying 
disease is reversible 4 While cardiac massage 
should not be demed any patient who has d chance 
to survive after cardiac arrest, it may be possible 
to be selective m the use of these resuscitative 
measures outside the operatmg room Experience 
gained by the application of the suggested indica¬ 
tions for cardiac massage outside the operating 
room will, no doubt, result in their modification or 
revision 
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Hypotensive Agents and Pressor Substances 

TJie Effect of Epmeplmne, Noiepineplnine, Angiotensin II, and Otliers on the 

Secietory Rate of Aldosterone in Man 

John n Lnrngh, M D , Marielena Angers, M D , IFilliam G Kelly, Ph D, 
and Seymour Lieberman, Ph D, New York 


T he fundamental lelationslnp between 
intravasculai piessure and electrolyte metabo¬ 
lism IS pooily iindeistood The sodnim-ietaining 
lioimone, aldosteione, appeals to paiticipate in the 
blood piessuie legulation of noimal subjects, and 
m excess can pioduce hvpei tensive vasculai disease 
in man and in animals ' However, the laige excesses 
of aldosteione secieted m certain edematous states 
are usiiallv not associated with hypertension 
The studv and classification of human arterial 
Iiypei tension have been laigely desciiptive, and no 
clear-cut biochemical abnoimahties have been iden¬ 
tified in the majontx' of hypertensive patients In a 
small fi action of these the hvpei tension may be 
related to a piessoi substance, angiotensin,^ ° 
arising from the reaction between a specific plasma 
globulin and lenm, an enzyme released by renal 
ischemia, i e, the so-called Goldblatt type of 
hypertension ' In anothei small fi action of hyper¬ 
tensive patients the aiterial hyjiertensive disease 
has been shown to be the lesult of excessive secie- 
tion of eitliei noiepinephrme oi epmephnne® 

We have recently found “ that the acceleiated 
(malignant) form of hypei tension is almost invari¬ 
ably associated with excessive secretion of aldo¬ 
sterone, ivbei eas in benign hypertension aldosterone 
secretion rates are in the noimal range Whethei 
aldosterone plays some causal role in accelerated 
h) 7 ?ertensive disease lemains to be established 
Because the major pathology of malignant hypei- 
tension is lenal, and because Goldblatt hypeiten- 
sion frequently has an acceleiated course,’ the 
eflFect of angiotensin on the secietoiy late of aldo¬ 
sterone has been investigated, and the results have 
been compaied with the effects of otliei piessoi 
substances, such as epmephiine and noiepineph¬ 
rine, given under like conditions It has been recog¬ 
nized that the interpretation of this type of study is 
difficult because an observed change in aldosteione 
secretion might be secoiidaiy to changes in the 
hemodynamic state Because of this, the effects of 
ceitain hvpotensive agents on aldosteione produc¬ 
tion have also been studied m both normotensive 
and hypertensive subjects 


From tlie Deportments of Medicine, Obstetrics and Gynecology, and 
Biochemistry, College of Physicians and Surgeons, Coliimbn Universits 
and The Presbyterinii Hospital 


The effect of hypotensive agents and 
of pressor substances on the rate of secre 
tion of aldosteione was determined in 
normal subjects and in patients nath 
hypertension or edema The medullaiy 
hormones were studied because, in ex¬ 
cess, they can produce hypertension in 
man Angiotensin was studied because 
die niajoi pathologj^ of malignant hyper 
tension is lenal The present work in¬ 
dicates that induced changes in the 
arterial blood pressure do not necessaiily 
affect aldosterone secietion The medul¬ 
lary hormones modified aldosterone out¬ 
put in a variable way, depending in part 
on the state of sodium balance In con¬ 
trast to the catecholamines, angiotensin 
consistently pioduced an incieased secre¬ 
tion of aldosterone The lesults suggest 
that aldosteione may regulate salt balance 
and blood pressuic bv its interaction ivuth 
piessor substances such as angiotensin 


The results indicate that the medullaiy hormones, 
epinephrine and norepmephiine, may at times 
markedly depress the increased aldosteione secre 
toiy lates which occur with sodium depletion 
However, in subjects receiving unrestricted diets the 
effect of these hormones on aldosterone is quite 
variable In contrast, angiotelism 11 uniformly pro 
duced marked mcieases m the rate of secretion of 
aldosterone The data suggest that in man angio 
tensm II has a dnect action to promote the secretion 
of aldosterone 

Experimental Studies 

The noimal subjects studied were individuals 
without evidence of cardiorenal disease, ranging m 
age from 22 to 45 years These subjects were volun 
teers or convalescent hospital patients The patients 
witli elevated blood pressure but no evidence o 
renal insufficiency were classified as having 
nign” (primary) hyptertension The patients 
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high blood pressure and renal or retinal comphca- 
tions (proteinuria or blood urea nitrogen level 
greater tlian 30 nig% or Grade-Ill retinopathy) 
were classified as having “advanced’ hypertension, 
and those with unequivocal papilledema were 
classed as having malignant” hypertension 

Estimation of the 24-hour adrenal secretory rate 
of aldosterone was carried out by a precise technic 
of isotope dilution developed in our laboratory, the 
details of which have already been described ® The 
technic involves the mjection of a tracer amount of 
tntium labeled aldosterone and the determination 
of the specific acbvity of labeled tetrahvdroaldo- 
sterone isolated from the subsequent 24-hour urme 
Tlie fall m specific activity of the labeled meta¬ 
bolite as compared with that of the mjected tracer 
IS due to the contribution from the endogenous 
hormone and, as such, is a measure of the amount 
of hormone actuallv secreted by the adrenals per 
day 

Two types of diets were employed The first con¬ 
tained normal amounts of sodium chloride The 
content of sodium chloride varied from 68 to 170 
mEq daily for diflFerent subjects, but was kept 
constant for a given individual throughout the 
study The second t^qie of diet was a low-sodium 
diet in which the amount of sodium chloride never 
e\ceeded 15 mEq/day Distilled water was allowed 
ad libitum, and the intake was recorded Urine was 
collected in 24-hour lots for electrolyte and steroid 
measurements, and the patients were weighed daily 
m the fasting state The metabolic balance-ward 
technics and tlie analytical methods for estimation 
of urine and plasma electrolytes have been de¬ 
scribed previously ® 

The pressor agents studied were dissolved in a 
5% glucose solution and were admmistered intra¬ 
venously at a constant rate with a Bowman infusion 
pump beginning at 9 a m and continuing usually 
for 5 to 12 hours In four instances the infusions 
'vere continued for a full 24 hours All patients 
'\ere on a constant regimen for at least four days 
before the studies were begun One to four control 
aldosterone secretory-rate determinations were ear¬ 
ned out in each subject At least one control meas¬ 
urement in each subject was done during a similar 
intravenous infusion of 5% glucose, but without the 
pressor agent, and at least one control studv was 
carried out two to si\ days before or after an ex¬ 
perimental infusion The aldosterone secretion rate 
"as found to be either unaflFected or at times 
slightly reduced by a glucose mfusion Occasion- 
ullv, a fall of as much as 30% was observed In 
comparing the control with the experimental pe¬ 
riod, we have arbitrarily chosen to accept as signifi- 
sCant only changes of 25% or more The error of the 
sccretorx-rate determination itself is considered to 
be at most ±15% 

Angiotensin II * was supplied as Hxqiertensm 
(Ciba Lots E6127 and E6127C), 1-norepinephrine 
as Le\ ophed (\^bnthrop), epinephrine as Adrenalm 
Lhloride (Parke-Davis), vasopressin as Pitressin 


(Parke-Davis), hexamethonium as Bistnum (Squibb), 
and alpha-methyl dihydroxyphenylalanme (DOPA) 
as MK-350 This latter compound is a new anb- 
hypertensive agent ® developed at the Merck 
Sharpe and Dohme Laboratones winch may 
interfere vath the endogenous production of 
norepmephrine and epinephrine bv blocking the 
conversion of DOPA to dopamine 

Tlie pressor agents were in general well toler¬ 
ated The blood pressure and pulse were deter- 
mmed every 15 minutes during an infusion until 
stabilization of the blood pressure had been at- 
tamed As previously reported, reflex bradycardia 
was a characteristic response to mfusions of norepi¬ 
nephrine® and angiotensin,'" whereas epmephrme 
produced tachycardia and a wudenmg of the pulse 
pressure Angiotensin II eaused nausea and vomit¬ 
ing in one patient, severe headaehe m one, and pre- 
cordial pam in two others, and these four studies 
were promptly terminated and the results dis¬ 
carded Headache of lesser degree was also ocea- 
sionally noted after norepinephrine mfusion wdien 
the diastolic blood pressure exceeded 150 mm 

Results 

The results of all the studies are summarized in 
Table 1 and in Figures 1-3 

Effect of Hypotensive Agents on Aldosterone 
Secretory Rate of Patients with Hypertensive Vas¬ 
cular Disease —In Table 1 eight studies of six 
hypertensive subjects are summarized The changes 
in aldosterone production associated wnth a low'- 
ered blood pressure, as a result of either hexame¬ 
thonium or alpha methyl DOPA administration, are 
considered to be of questionable significance In 
seven of the eight studies aldosterone secretion w'as 
reduced by antihjqiertensive therapy, but the 
change exceeded 10% of the control value in only 
two instances In one studv (No 4) a sharp fall in 
the urinary" sodium excretion w'as also produced 
but aldosterone secretion did not change, and this 
sodium retention mav be considered to be a con¬ 
sequence of the altered hemodymamic state 

Effect of Epinephrine and of Norepinephrine on 
Aldosterone Secretory Rate of Subjects Receiving 
Diets Containing Normal Amounts of Sodium — 
Included in this group of seven subjects xvere four 
normal mdmduals, two patients w ith benign h\"per- 
tension, md one pahent wnth a Uqucal nepbrotic 
sxmdrome In two of the normal subjects (No 8 and 
No 10) epinephnne infusion was associated with a 
significant rise in the secretorx rate of aldosterone, 

"Angiotensin II refers to the pressor octapeptide whicli 
IS formed b\ tlie acbon of a specific cons crting enzjTne on 
the pressor decipeptide angiotensin The existence of tliese 
Wso forms of angiotensin x\as described b> sleggs Kahn 
and Shum\xa> () Exp Med *>•» 275, 1954) The angio¬ 
tensin II emploxed in these studies was the amide of tlie 
\ alinc-5 octapephde Tlie pharmacological characteristics of 
this compound haxe been desenbed b> a number of m- 
xcstigatois including \Icier Gross Tnpod, and Tuman 
(Eipcnniciifin n-361 1957) Bock and Krccke (Kim 

Wchmehr 10 69 1958) and Peart (Bnt Med J 2-14'>l 
1959) 
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Effect of Pressor Substances on Aldosterone Secretion 


Pntlcnt, ^o , nnd DluRno'Is 


Conditions * 


Urinary Sodium, 
mEq/Day 


Blood Pressure, 
Average Value 
for Day, mm Hg 


Udosterone 
Secrctorj 
Rate Mcg/ii!; 


a 

Benign liipcrtcnclon 
2 

Benign hjpertcnslon 

3 

Ad\ uneed In pertenslon 

4 

Adxnnced Inpertenslon 

n 

Malignant lij pertenslon 
0 

Malignant h4pertension 


11 

Nephrosis 


1st day hexamcthonium 
’"> mg q 4 hr sc 
C 

1st day hexamcthonium 
I V Infusion 
4th day alpha methyl 
DOPA 2 Gm dally 
C 

1th day hexamcthonium 
20 mg q 4 hr sc 
C 

1st day hexamcthonium 
r V infusion 
C low Na diet 

4th day alpha methyl 
DOPA 1 Gm dally 
C 

4th day alpha methyl 
DOPA 4 Gm dally 
Cth day alpha methyl 
DOPA 

Epinephrine and Norepinephrine In Patients Receiving Constant Diets Containing Normal Amours o^f Sodium 

Epinephrine 10 mg In 
1,000 ml In 10 hr 
Norepinephrine 12 mg In 
1,000 ml In 7 hr 
C D/W 


80 

190/110 

2S0 

111 

120/ 80 

36o 

122 

190/120 

ho 

100 

145/ 85 

ICO 

80 

130/ SO 

120 

11 

220/150 

400 

5 

170/100 

4‘>0 

100 

170/120 

3i0 

6 

I 4 O/IO 0 

390 

IS 

170/110 

Boo 

6 

140/ 90 

790 

107 

240/160 

o'lO 

103 

260/140 

480 

137 

195/130 

3o0 

147 

250/160 

510 


1 

Benign hypertension 


Nonnal 

8 

Nonnal 


9 

Normal 


Benign hypertension 
10 

Nonnal 


Malignant hypertension 


13 

Normal 


2 

Benign hypertension 


10 

Nonnal 


Cyclical edema 


^2 

Normal 


gi 

Epinephrine 3 mg In 
2o0 ml In 9 hr 
Norepinephrine 4 mg in 
2 j 0 ml In 9 hr 

0 D/W 

Norepinephrine 1C mg in 
200 ml In 6 hr 
C D/W 
Epinephrine 3 5 mg in 
7o0 ml In 7 hr 
C D/IV 

Norepinephrine 12 mg m 

1,000 ml m 24 hr 

C D/W. 

Epinephrine 0 <0 mg in 
ojOml in 7 hr 
0 D/1V 

Epinephrine 10 mg m 
1,000 ml In 9 hr 

hrlne, and Other Pressor Substan 
Epinephrine 10 mg in 

430 ml in 8 hr 

Q 

Epinephrine 2 9 mg in 
3j 0 ml In 7 hr 
Vasopressin 20 u m oOO 
ml inChr 
O 

Epinephrine OCG mg m 

220 ml in 8 hr 
Vasopicssin 8 u in 190 ml 
In 7 hr 

0 

Norepinephrine 8 mg m 

1 000 ml in 9 hr 

Epinephrine 10 mg in 
1 000 ml in 9 hr 

Epinephrine 20 mg in 
1 000 ml m 24 hr 
Vasopressin 77 u in 400 
ml in lo hr 

Ncosynephrinc 140 mg 

total! m 

Norepinephrine 12 mg n 

2,000 ml 

Neosynephrlne 70 mg 

total 1 m 

Epinephrine 10 6 mg n 
980 ml 

Norepinephrine 9 6 mg in 

700 ml 

Epinephrine 9 C mg in 

800 ml 


69 

100/ 60 

30 

138/ 60 

20 

160/ 90 

39 

100 / 60 

80 

180/ 90 

61 

170/ 60 

131 

195/105 

60 

110/ 80 

46 

135/ 80 

124 

110/ 80 

oO 

140/ 76 

118 

115/ 60 

380 

160/ 90 

112 

190/110 

78 

210/110 

130 

120/ 80 

96 

13o/ 55 

1 Sodium 

Retaining States 

12 

IS 

240/145 

2o0/120 

29 

56 

lOo/ 65 
120 / CO 

34 

130/ 80 

16 

100/ Gd 

12 

11 

I 80 /IOO 
19j/ 90 

16 

200/116 

70 

180/ 90 


23 

12 

16 

02 

38 

74 

36 

109 

59 

16 

106 

68 

14 

89 

78 


160/ 80 

115/ 60 
155/ 60 

105/ 60 
145/ 60 

13o/ 80 

95/ 70 
150/ 80 

145/ 80 

100/ GO 
145/ 7o 

160/ 70 

100/ GO 
160/ 78 

155/ Gd 


3o0 

330 

320 

311 

280 

200 

120 

IOd 

13o 

90 

130 

110 

160 

180 

160 

18.-1 

376 


760 

650 


235 

216 

290 

2i0 

260 


200 

260 


1100 

710 

119 .) 
50o 

4(« 

,,’0 

300 

JjO 

66) 

270 

wO 

cm 

710 

4x1 
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Effect of Pressor Substances on Aldosterone Secretion—Continued 




Urinary Sodium 

Blood Prc««ure, 
Average Value 

Aldosterone 

Secretory 

Patient \o and Diagnosis 

Conditions * 

mEq/Day 

for Day mm Hg 

Rate Meg/Day 


C 

14 

110/ 70 

670 

Normal 

Ephedrine 42^ mg 
totalp 0 

37 

loO/ 90 

31a 


C 

G9 

110/ 80 

920 

Normal 

Ephedrine mg C times 
a day 

33 

128/ So 

710 

17 

Normal 

C 

12 

100/ SO 

1 600 

Ephedrine oO mg q 2 hr*? 

X 8 p o 

17 

12->/ So 

450 


C 

39 

ISo/ 90 

470 

Hcnign hypertension 

Eplnephnne 1 9 mg in 

240 ml In 9 hr 

17 

200/100 

COO 


Norepinephrine 0 7 ing In 
3o0 ml in 9 hr 

Angiotensin 11 

12 

2 IO/IO 0 

48a 

11 

C D/W 

2o 

llo/ 60 

600 

Normal 

Angiotensin 0 7 mg in 

CoO ml In 11 hr 

14 

165/ 90 

1 39a 

8 

C D/W 

124 

120 / 60 

90 

Normal 

Angiotensin 0 8 mg In 

400 ml in 8 hr 

29 

laS/ 90 

160 


C D/W 

7G 

120/ SO 

SO 

7 

C D/W 

C8 

90/ 60 

150 

Nonnal 

Angiotensin OC mg In 

300 ml in 10 hr 

40 

130/ 80 

49a 


c 

148 

9j/ CO 

155 


Angiotensin 0 2 mg In 

100 ml In 5 hr 

38 

160/ 90 

240 


0 D/W 

48 

90/ 60 

100 

S 

C D/W 

72 

120/ 70 

105 

Normal 

C D/W 

100 

120/ 7o 

140 


C D/W 

107 

120/ 70 

190 


Angiotensin 0 2 mg in 

1 000 ml in 24 hr 

47 

150/ 90 

30o 


0 T>f\V 

119 

120 / 60 

no 


Angiotensin 2 mg In 

1 000 ml In 24 hr 

40 

loO/ 9 j 

29a 

!•» 

C D/XX 

87 

80/ 60 

310 

Xephrosis 

Angiotensin 1 2 mg In 

1 000 ml In 9 hr 

42 

110/ 90 

750 

1 

C D/XV 

89 

180/ DO 

470 

Benign hypertensioD 

Angiotensin 0 □ mg In 

8o0 ml In 9 hr 

10 

20o'/120 

60a 


Cscontrol D/^^ =de\trosc and water 


and this effect was associated in these two subjects 
with a reduction in urinary sodium excretion How¬ 
ever, in two other subjects with uncomplicated 
benign hypertension (No 1 and No 2) and in 
the patient with the nephrotic syndrome (No 11), 
epinephrine infusions were associated with insig¬ 
nificant reductions in the rate of production of 
aldosterone In two other normal subjects (No 7 
and No 9), as well as m the patient with the 
nephrohe syndrome, norepinephrine infusion did 
not produce a significant change m the secretion 
rate of aldosterone But in one subject (No 1) 
with benign hypertension norepinephrine pro¬ 
duced a fall m aldosteione secietion of more 
than 507o, and this was accompanied by i shaqj 
nse in urinary sodium output The results of this 
small number of studies indicate that, while tlie 
catecholamines may at times have significant effects 
on aldosterone secretion, the effects are not con¬ 
sistent and the reasons for the observed variabilih' 
of the response remain obscure 
effect of Epinephrine, Norepinephrine, and Other 
Pressor Substances in Sodwm-retaining States — 
Included in this group were ten patients, all of 
whom had been subjected to sodium deprivation 
for a mmimum of four days pnor to the study The 
group consisted of six normal subjects, two patients 
wth benign hypertension, one xwth malignant 
hypertension, and one woman witli cyclical edema 
In contrast to the group receivmg normal amounts 


of sodium, in 11 of 17 experiments with sympa¬ 
thomimetic agents the aldosterone secretory rate 
was significantly reduced (in 5 by more than 50% 
of the control value), and this reduction was often 
accompanied by an increased sodium excretion In 
5 of the 17 no significant change occurred, and in 
one (No 1) a significant increase was noted It is 
of interest that in both patients No 12 and No 14 
norepineplirine failed to reduce the elevated aldo¬ 
sterone secretion, but both epmephrine and neo- 
symephrme caused a definite reduction accompanied 
by a significantly mcreased sodium excretion In 
general, tlie administration of epinephrine was 
more often associated with a fall in aldosterone 
secretion than was the admmistrition of norepi¬ 
nephrine Thus, in fix e of eight instances epineph¬ 
rine reduced aldosterone secretion, xx’hile norepi- 
nephnne produced a similar effect m only one of 
four studies 

Pitressin was also administered to three of these 
sodium-depleted subjects In txx o the depletion xx as 
mild, 1 e, tlie control rate of aldosterone secretion 
xx'as not greatlx' elex'ated, and pitressin administra¬ 
tion seemed to produce no significant effect Hoxx- 
ex^er, hke tlie catecholamines, pitressm caused a 
marked reduction in aldosterone secretion in a sub¬ 
ject xx'lio had an elex ated aldosterone secretion rate 
(No 10) Tins reduction occurred xxatli a negatixe 
fluid balance on the dax of the studx and did not 
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therefoie appeal to be the secondaiy result of a 
body-volume expansion, a mechanism which has 
been pioposed to explain the effects of pitressin “ 
The effects of epmephnne and of norepinephrine 
on aldosteione secretion are depicted diagrammati- 
cally in Figure 1 where all the results are plotted 
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sodium-depleted subjects with high aldosterone secretion 
When coittrol aldosterone sccretor)' •'‘'‘‘5 
600 meg/day, these agents produced a fall, often pro 

m aldosterone output 

It can be seen that these substances may at times 
ni educe a marked i eduction in a previous y 
vated aldosteione secietion rate But in subjec s 
with normal rates of aldosterone production the 
effects on aldosterone output as well as «« sodmm 

excretion seem quite ^ ^ Je pre- 

metabohe data born two noimal subjects are p 

sented in more detail <iprrptorii Rate of 

Effect of Ansiotensm II on becretory i 

-t ^ Aorl in this 210 UP were six sub- 

AUaierone -Included in P hypertension, 

lects four normal, one with benign 

S one with the nephiotic syndiome Eight 

‘^ons of angiotensin gr?np 

*™''Tfr°om“T9To'ws'mEq pei day In every 

Significantly, and th ^ (see Figure 2 and 
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been studied Two of these have been reported to 
have normal rates of aldosterone secretion ° How 
ever, one of these subjects had had a sympathec¬ 
tomy, and in the other, as is so often the case, the 
diagnosis was not entiiely certain In our third sub 
ject, a 5-month-old infant with severe hypertension 
(blood pressure of 250/130 mm Hg), markedly 
increased unnaiy excretion of aldosterone was 
repeatedly demonstiated m our laboratory This 
patient died aftei the second adrenalectomy, and 
diffuse renal necrotizing arteriohtis was demon 
strated post mortem, with an aberrant renal artery 
supplying a zone of moie normal renal tissue The 
fourth subject, a 42-year-old woman with a one-year 
history of severe hypertension, has been greatly 
improved by nephrectomy after demonstration of a 
nairowed right renal artery^ Preoperatively, she 
had had hypokalemic alkalosis The aldosterone 
secretory' rate was 200 meg/day, which is not an 
elevated value Postoperatively, the blood pressure 
fell to normal, and the aldosterone secretion rate 
fell to 90 meg/day Two other subjects have not yet 
undergone surgery, preoperatively', howevei, their 
aldosterone secretory rates are 350 and 1,690 
meg/day These studies will be reported in detail 
elsewheie Diagnostic difficulties in this disorder are 
great because demonstiated abnormalities in renal 
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Comment 

The data which have been presented mdicate 
that the catecholamine hormones, epmephiine and 
norepinephrine, can at times cause a marked re¬ 
duction in the secretion rate of aldosterone The 
effect of these agents is quite variable in subjects 
with normal rates of aldosterone secretion Aldo¬ 
sterone suppression is most apparent after sodium 
depletion, when the underlying secretory rate of 
aldosterone is markedly elevated This effect of the 
medullary hormones has not previously been de- 
scnbed, but it may well explam the effectiveness 
of sympathomimetic agents in the treatment of the 
cyclical edema of women which is associated with 
excessive excietion of aldosteroneIn our owm 
clinic we have made detailed studies of one such 
patient, m whom oral pressor agents have led to 
complete correction of h^'peraldosteronism and to 
sustained sodium diuresis For reasons not yet ap¬ 
parent, these pressor agents do not seem to suppress 
the aldosteronism associated with either cirrhosis 
of the liver or nephrosis 

It has been proposed that the stimulus for the 
physiologic mcrease m aldosterone secretion asso¬ 
ciated with sodium deprivation is a contraction of 
the mtravascular fluid volume'' Our experiments 
show that aldosterone hypersecretion can be sup¬ 
pressed by pressor agents despite an induced 
natruresis, a dechning body weight, and, presum¬ 
ably, a further contraction of intravascular volume 
Within the circulation, volume is a function of 
pressure However, these results suggest that it is 
perhaps unnecessary to postulate a volume-oriented 
system to explam changes m aldosterone secretion 
The observed changes could thus be the result of 
induced pressure changes mediated through kmoivn 
pressoreceptors 

The action of catecholammes m depressing the 
secretory rate of aldosterone seems to be an in¬ 
direct, rather than a direct or specific, effect, be¬ 
cause it was only observed under special circum¬ 
stances (sodium depletion in certain subjects) and 
because m one study the effect could also be dem¬ 
onstrated wnth another type of pressor agent, vaso¬ 
pressin No particular type of change in pulse pres¬ 
sure or pulse rate was consistently associated with 
the observed effect on aldosterone secretion, and 
the pressor substances employed generally produced 
similar hemodynamic changes, whether or not the 
subjects were sodium-depleted However, these 
pressor agents have been shovni to elicit different 
systemic and renal hemodynamic responses and to 
have different effects on electrolyte excretion ^ 
Further study may help to clanfy the nature of their 
effect on aldosterone secretion 
In contrast to otlier agents, the mfusion of angio- 
tensm II always produced a marked mcrease m the 
aldosterone secretory^ rate regardless of the under- 


lymg state of sodium balance The consistency of 
the response, despite the fact that angiotensm has 
effects on the circulation similar to those of norepi- 
nephnne, suggests that this octapeptide may act 
directly to stimulate the adrenal cortex However, 
subtle differences between the hemodymamic ef¬ 
fects of angiotensin and norepinephnne max' be 
important, especially in modify'ing the renal clear¬ 
ance of labeled hormone, a factor know'n to modify' 
the secretory rate measurement ® Thus, unlike 
norepmeplume, angiotensm may' cause an increase 
m venous pressure a situation xvhicli may stimu¬ 
late aldosterone secretion 

Whether or not angiotensm or a related sub¬ 
stance plays any role m normal homeostasis has not 
y'et been established However, increased amounts 
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Fig 3 —Effect of angiotensin II on aldosterone secretion 
In all eight expenments infusion of angiotensin II caused 
significant increase in adrenal secretory rate of aldosterone 
as compared uith control infusion of isotonic glucose 
Unnarx sodium excretion usuall) decreased XMlh angiotensin, 
a finding consistent mth increased aldosterone production 


of renm ’’ and of angiotensin hax'e been found m 
the blood of subjects u'lth advanced and malignant 
hypertension and might thus explain the findmg of 
high aldosterone secretion m patients w'lth malig¬ 
nant hy'pertension Such a mechanism might be 
important in the pathogenesis of sex'ere hvperten- 
six'e disease In addition, an extensive literature 
existson the possible relationship of sodium- 
retaming hormones to the morphologv of the juxta¬ 
glomerular cells of the kidnex This apparatus has 
been thought to be the source of renin It is thus 
attractive to postulate a specific endocnne sxstem 
for the control of sodium balance xxhich emplovs a 
renal hormone to regulate aldosterone secretion 
Hoxxexer, the marked hypersecretion of aldo- 
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sterone in ceitam edematous states does not appeal 
to be associated with libeiation of a pressor sub¬ 
stance such as angiotensin 

Duiing pieparation of this manusciipt Genest 
and co-woikers^" lepoited a fourfold increase m 
the uiinary evcretion of aldosterone m one volun- 
teei given an angiotensin infusion This lesiilt is 
consistent with tlie findings iiresented here 

The jirofound effects of these piessoi substances 
on aldosterone secretion may also foice a le-evalu- 
ation of those acute experiments in animals which 
have been designed to elucidate the factors con¬ 
cerned in the control of aldosteione secietion 

Summary 

The effect of hypotensive and of piessoi agents 
including angiotensin II on the adrenal secietor)' 
rate of aldosterone has been studied undei con¬ 
trolled conditions 

There was no indication that an increase or a 
deciease in the arterial piessure oi pulse rate was 
in itself necessanly related to a change in the late 
of aldosterone secretion 

It has been shomi that epinephrine, norepi¬ 
nephrine, and related agents may cause a shaip 
reduction in the secietion rate of aldosteione in 
sodium-depleted subjects who have hypeisecietion 
of aldosterone But in subjects leceiving normal 
amounts of sodium in the diet, this effect is usually 
absent It has been suggested that the influence of 
the catecholamines is indirect Then action mav 
provide an explanation for the beneficial effect of 
sympathomimetic agents in certain patients with 
edema 

In sharp contrast, angiotensin II produced sig¬ 
nificant and consistent increases in the secietoiy 
rates of aldosterone, whether or not the subjects 
were sodium-depleted The lesults suggest that 
angiotensin has a direct effect on the secietion late 
of aldosterone 

This action of angiotensin may have possible 
relevance in hypertension associated with unilateial 
renal disease, as well as in the pathogenesis of 
malignant hypertension in which hypei secretion of 
aldosterone is a consistent finding 
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Estrogen Therapy in Men with 
Myocardial Infarction 

Side-Effects with Incieasmg Dosage and Time 

Jessie Marmorston, M D , Oscar Magdtson, M D , Oliver Kuzma, M D 
and Frederick J Moore, M D , Los Angeles 


T he ability of estrogens to lower elevated 
serum lipid levels in the direction of normal is 
well established ' Nonetheless, despite estrogen s 
efficacy as an antilipemic agent, physicians have 
hesitated to prescribe estiogen therapy for their 
male patients because of the tendency of estrogen, 
when administered in large amounts, to cause fem¬ 
inization Severe symptoms of feminization do not 
occur with small to moderate dosages of estrogen, 
and our records provide detailed information about 
both (1) the degrees and kinds of side-effects en¬ 
countered with the administration of estrogen in 
small to mdderate doses, and (2) the acceptability 
of such side-effects to the patients 

Patients and Methods 

One hundred fifty-nine men treated for acute 
myocardial infarction at the Los Angeles County 
Hospital and Cedars of Lebanon Hospital, Los 
Angeles, on hospital dischaige were refeired to 
itherosclerosis research clinics staffed entirely by 
physicians participating in this study Patients 
accepted for study showed unequivocal evidence 
of coronary artery disease and had sustained frank 
myocardial infarction All were ambulant, able to 
ittend the clime regularly, and cooperative These 
patients expressed their willingness to take ‘hor¬ 
mone (estrogen) tieatment if prescribed, had no 
requirement for other hormone therapy (except 
for persons with diabetes or myxedema), and had 
no concurrent illnesses considered a threat to their 
survival One hundred nine patients, whose ages 
ranged from 35 to 83 yens, were allocated by 
stratified randomization to groups treated with 
ethinyl estradiol, mvtatiienediol (3 metho\y-16a- 
methyl-1,3,5, (10)-estratriene-16;8, 17/3-diol), and 
“mixed conjugated equine estrogens FifW compa¬ 
rable pahents were used as controls (In assigning 

Trom the departments of medieine and public health Uni\crsit\ 
of Southern California School of Medicine the Los Angelis Count) 
Hospital and the Cedars of Lebanon Hospital 


Long term therapy with estrogens, m well- 
tolerated doses, was studied in men with 
myocardial infarction This report indicates 
the feasibility of such studies Of 109 men 
treated with estrogen for an aggregate of 
over 900 months, only 15 left the clinic for 
reasons other than death Of these 15, 8 left 
before the appearance of any clinical mani¬ 
festation of the estrogen therapy The dosage 
schedule called for small initial doses and 
gradual increases until minor evidences were 
observed Breast tenderness was the first 
finding in all but one patient Long term dim 
cal studies of estrogen therapy in men, there¬ 
fore, appear entirely feasible 


patients to the four groups, complications such as 
cardiac failure, diabetes, hjqpertension, and mvx- 
edema were taken into account Also, patients 
were divided into three broad age groupings) 

At each clinic visit, scheduled at intervals of 
three weeks or less, each patient received the exact 
number of estrogen pills needed for therapy at the 
presenbed level until the next visit 

Included in the present report are 50 controls 
and 109 patients treated with estrogens for 1 month 
or more 98 (90%) remained under treatment for 
at least 3 months, 57 (over 527o) were under treat¬ 
ment for at least 8 months, and 36 (33%>) received 
at least 12 months of estrogen therapy The num¬ 
ber of patients treated w ith each tvpe of estrogen, 
listed according to months under therap>, is 
showai in the table 

Results 

Initial Estrogen Dosage—Fiftv-eight of the 62 
pahents on ethin\l estradiol therapi recened be- 


103 




242 


ESTROGEN-MARMORSTON et al 


JAMA, Sept 17, iggo 


ginning dosages of 0 01 to 0 05 mg daily, the four 
icmaining patients receiving initial dosages of be¬ 
tween 0 005 and 0 20 mg The median initial daily 
dosage foi patients given ethinyl estradiol was 
0 012 mg Twenty-two of the 27 patients on 
mytatrienediol theiapy leceived 10 mg daily to 
stait, the / others weie given dosages of between 
5 and 20 mg Of 18 patients treated with conjugated 
equine estrogens, 16 leceived 0 625 mg daily, two 
icceived 1 25 mg The median daily dosage for 
the thiec estrogens at the close of each month of 
tlierapv is sliown in figure 1 


Estwacu Thcrapij m 109 Men with Myocardial Infarction 
No of Pntlcnt"! Given Fstroten"! 


1 henips Mo 

Fthlnjl 

F‘>trncllol 

M> til trie 
ncdlol 

Mixed 

ConJiii,nted 

1 QUlne 
F'trof.cns 

Total 

1 

GJ 


18 

109 

> 

1,9 

29 

16 

101 
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27 

111 

flS 

4 
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2G 

10 

87 

) 

48 

21 

10 

82 

(, 

44 

22 

8 

74 

7 

39 

18 

5 

62 

8 

38 

13 

4 

67 

9 

3-. 

13 

4 

62 

10 

33 

11 

4 

48 

11 

28 

10 

3 

41 

IJ 

?■ 

8 

1 

36 

14 

23 

r. 

0 

28 

10 

20 

3 

0 

28 

First Clinical Manifestation—Si\ty-r\me patients 


developed a clinical manifestation of feminization, 
in all but 1 patient the first manifestation was pain 
or tenderness of the breast, at times accompanied 
by breast enlargement, the first complaint of the 
remaining patient was reduced libido 

Our patients differed greatly in the rate and 
dosage at which estrogen administration provoked 
initial evidences of feminization with ethinyl estra¬ 
diol, for example, 12 patients had their initial clin¬ 
ical lesponse during the first three months of 
therapy, 16 during the second three-month period, 
and 11 thereafter One patient first developed breast 
changes aftei only three weeks of therapy with 
0 01 mg of ethinyl estradiol, another developed 
clinical evidence of feminization in the ninth 
month of therapy, after three months’ administra¬ 
tion of 1 0 mg of ethinyl estradiol In the case of 
mytatiienediol, 12 patients leacted clinically dol¬ 
ing the first three months of therapy, while on a 
median dosage of 20 mg, 11 other patients re¬ 
quired longer periods and a median dosage of 
30 mg daily before evincing breast changes Con¬ 
jugated equine estrogens, 3 75 mg daily, induced 
breast changes m only two patients duiing the 
fiist three-month period, although six additional 
patients showed some clinical response to this 
estrogen latei in therapy-three at a dosage under 
3 75 mg daily and two at a larger dosage 

Figure 2 depicts, foi each month of theiapy, the 


average daily estrogen dosage m the three weeks 
preceding breast changes On the basis of the dose 
inducing breast changes (without regard to time 
of occur! ence) ethiny] estradiol has about 200 times 
the potency of mytatnenediol, and roughly 30 times 
the potency of conjugated equine estrogens (The 
lelahve feminizing potency of ethinyl estradiol 
compaied to mytatnenediol, on the basis of me 
dians, was 200 1, and on the basis of arithmetic 
averages about 160 1) 

With the dosages used, the estimated time for 
one-half of the patients to have shown some side 
effect m response to estrogen therapy is about 
three months foi mytatnenediol and about six 
months for the other two estrogens On reexam 
mation of the dosages of mytatnenediol used, we 
are convinced that the rapid rate at which clinical 
manifestations developed xxoth this preparation re 
fleet the comparatively large doses in xvhicli this 
medication xx^as used early m therapy at the close of 
the first month the median dose of mytatnenediol, 
in milligrams, was nearly 700 times that of ethinyl 
estradiol In terms of feminizing potency units, 
mytatnenediol xvas administeiecl m about three 
to four times the dosage of ethinyl estradiol 
Adjustments of Dosage After First Feminizing 
Reaction —Observations are available on 44 estro 
gen-treated patients xxdio remained on estrogen 
therapy for some months after the initial mam 
festation of feminization In 15 of these patients 
(34%), the dosage first eliciting feminizing side 
effects could be continued, m 17 patients (39%), 



Fig 1 —Median daily dose (mg ) for three estrogens at 
close of each month of therapy in men xvith myocardial m 
farction E = ethinyl estradiol, Eq = mixed coniugatcd 
equine estrogens, M = mx tatnenediol 


3 estiogen dosage xvas even increased We found 
necessary to deciease dosage and continue at a 
.ver dosage level in only 12 patients 
In figure 3 the median dosage of each of tlie 
ree estrogens used is given for the 3rd throng 
e 12th month of therapy The data include 
22 patients treated xvith ethinyl estradiol, - 
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18 treated with mytatrienediol, and 1 to 4 patients 
maintained on conjugated equine estrogens Re¬ 
view of the records of 39 patients mamtamed on 
a constant dose of estrogen for behveen four and 
SLX montlis after development of the first feminiz¬ 
ing reaction to estrogen discloses that 24 patients 
received an average daily dose of 0 15 mg of ethinyl 
estradiol, 13 patients received an average daily 
dose of 30 mg of m34atnenediol, and the tsvo pa¬ 
tients given conjugated equine estrogens received 
3 75 and 7 50 mg daily 

Alterations in Sexual Habits, Desires, and Poten¬ 
cy—Fioper knowledge of the sex habits, desires, 
and potency of these patients can be obtained only 
after the establishment of unusual rapport Spon¬ 
taneous or elicited comments of our patients dis¬ 
closed the following data 1 about 10% of the men 
under 55 years of age complained of a marked 
loss of libido after myocaidial infarction and prior 
to estrogen administration 2 Men m the oldest 
age groups tended to have little or no sexual desire 
or potency more often than younger men 3 Re¬ 
duced libido attributable to estrogen therapy was 
a seiious problem in only six instances, in two of 
the SIX instances the wife exhibited tlie concern 

Other Side-Effects —Fatigue and symptoms vari¬ 
ously referred to as nervousness,’ anxiousness, 
“depression,’ and lack of spirit were reported 
smgly or in combination by some treated patients 
Placebo-heated controls did not complain of these 
side effects Occasional instances of nocturnal leg 
cramps, heartburn, nausea, and indigestion were 
relieved by lowering the dosage of estrogen 

Estrogen theiapy had no effect on angina in 



these patients No tendency toward fluid retention 
was noted m pahents under therapy witli estrogen, 
mercurial diuretics W'cre used v'lth equal frequency 
in treated pahents and m untreated conhols 
F easihihty of Estrogen Therapy —The 109 estro¬ 
gen treated patients included in this studv had 
been under therapy a total of over 900 months at 


the hme of this review In this period only 15 of 
the 109 pahents (13 8%) left the clinic for reasons 
other than death—less than one pahent per 60 
pahent-months, 8 of the 15 dropped out before 
the development of breast tenderness Clinical ef¬ 
fects of estrogen therapy probably were not im¬ 
portant in the decision of these pahents to leave 
the clmic 

Age was a more important factor although only 
40 of the 109 men (36 7%) m this group x\ere 53 


80 

1 

co- 

xj-- 

OJ 

^ 1 

N"- 

OJ. 

20 

_1__ 

f\J- 

90 

O- 


03 

^ - 


M E., e: 



MONTHS OF THERAPY 

I ■ I ' “j “'“I T ' I I I 1 I r'Ti I f 

2 4 8 IS 


Fig 3 —Third through t2th months of therapj mednn 
dail> dose (mg ) for each estrogen used 

vears of age or less, 10 of the 15 men leaving the 
study (66 7%) fell within this younger age group 
Only 4 of these 10 men had noted breast tender¬ 
ness before leaving the clinic Return to work ended 
the clinic attendance of several of these patients 

Our protocol called for the administrahon of 
the largest dosage of estrogen which was clinically 
tolerable to the indmdual pahent at the hme To 
approach this limit gradually and thereby avoid 
marked overdosage, each patient was started on 
a small dose, which xvas increased bv relahvely 
small increments over a considerable period With 
this gradual approach to tolerance, clinical side- 
effects have been observed in most patients at 
some time m the course of therapy but have pre¬ 
sented no obstacle to conhnuahon of therapy In 
fact, m 40% of our patients the dosage has been 
increased bevond the lei'el xidiere breast tender¬ 
ness first occurred, without exceeding acceptance 
by the patient, m only 25% of our pahents did w e 
find it necessan to decrease dosage e\en for a 
short hme below the level at which breast tender¬ 
ness first x\ as noted 

Summar) 

Three estrogen preparahons-etlninl estradiol, 
m) tatrienediol, and mixed conjugated equine estro¬ 
gens—were administered on a long-term basis to 
109 men with coronarj arterx' disease, in doses 
which produced mild to moderate breast changes 
wathout exceeding the clinical tolerance of the pa¬ 
hent Bx beginning therapx with small doses and 
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increasing dosage by small increments spaced at 
intervals sufficiently long to permit each level of 
therapy a reasonable time to produce side-effects, 
we have been able to deteimme “tolerance levels” 
without peimitting giosslv mtoleiable dosages In 
all but one patient, bieast signs oi symptoms were 
the first clinical manifestation of feminization In 
40% of oui patients, estrogen dosage could be in¬ 
creased beyond the level first causing clinical reac¬ 
tion without exceeding patient tolerance, m 25% 
of our patients, the dosage had to be reduced In¬ 
dividual patients differed greatly in clinical respon¬ 
siveness to estiogen admimstiation Oui findings 
indicate clearly that the long-term investigative ad¬ 
ministration of small to moderate doses of estiogen 
to men witli myocardial infarction is entirely 
feasible 


1200 N Stitc St (Dr Marmorston) 
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B nivK niSFASE IN CHRONIC RENAL FAILURE-Bony involvement in 
„o„es'tnv“S 1. .s 

„( rapid bone growth, the .s asuallv not 

inadequate In adults these microscopicallv Osteitis fibrosa is another type 

recognized until bones aie exami Irregulai absorption of bone with 

of bony involvement found m r i * „.ptnre and this mav be combined xvith 
fibious tissue proliferation is the associated with marked parathyroid 

osteomalacia Florid osteitis fibiosa is * > mcieasingly recog- 

hyperplasia Recently a thud ...... of bone or hxTerostosis, 

nized This is Hoxvever 

rather than the production o an * conformity with the pievious bterature 

the latter term has been used m P P demineralized, 

In distinction to osteomalacia ,,„,epts of calcium and phosphorus 

here they are actually ^.^^visaged a negative calcium balance 

metabolism m chronic lena i ^ ^ ^ ej^cess calcium loss has been pre 

Dretary intake of acidosis, and through the stool due to 

dieted thiough the urine due to ^ phosphate m the gut Ade- 

nhosphate letention and binding of unabsoio appeared The presence of 

nuate data to validate eithei of these suggests that our present viexvs 

.0 OS—S, M»V, 

I960 


JO 



Vol 174, No 3 


245 


Diagnostic Criteria For Electrophoretic 
Patterns of Serum and Urinary Proteins 
in Multiple Myeloma 

Study of One Hundred and Sixty-five Multiple Myeloma Patients and of 

Seventy-seven Nonmyeloma Patients with Similar Electrophoretic Patterns 

Robert A Kyle, M D , Edtviti D Bayrd, M D , Bernard F McKenzie, M S 
and Frank J Heck, M D , Rochester, Minn 


M uch has been written about the electro¬ 
phoretic patterns of serum and urinary pro¬ 
teins in multiple myeloma m recent years, but little 
has been said about borderline patterns or “minor 
abnormalities ” Few analyses of “myeloma patterns’ 
occurring in other disease piocesses can be found 
With this m mmd, we have attempted to define elec¬ 
trophoretic criteria for the diagnosis of multiple 

myeloma „ , , ^ 

Sdclcgrouncl 

Longsworth and associates,' m 1939, reported the 
first serum electrophoretic patterns m multiple mye¬ 
loma when they found a homogeneous peak in the 
beta region in two of three cases of myeloma Then, 
in 1940, Kekwick * found that four of five patients 
with multiple myeloma had increased gamma 
globulin, while the fifth had mci eased beta globu¬ 
lin as shown m lerum electrophoretic studies In 
1949, Adams and associates" presented 33 cases of 
myeloma m all of which the patterns were regarded 
as abnormal In 21 there were major abnormalities 
consisting of tall, narrow peaks ranging from beta 
to slower than gamma m electrical mobility, and in 
8 there were minor, nondiagnostic abnormalities 
Details of the remaining four cases were not de¬ 
scribed m that report 

In 1953, Reiner and Stern ■“ found that 71 of 91 
multiple myeloma patients (78 per cent) had a 
major, tall, sharp abnormal peak m their serum 
electrophoretic patterns and that the remaining 20 
had minor abnormalities, hence, none could be said 
to have had a completely normal serum electro¬ 
phoretic pattern The mcidence of Bence Jones pro- 
teinuna was highest among patients vath minor 
abnormalities 

From the Mijo Clinic and Ma>o Foundation 

The h!a>o Foundahon is a part of the Graduate School of the Uni 
\ersita of Minnesota 


Of 165 electrophoretic patterns of serum 
proteins in 165 patients with multiple mye 
loma, 126 were considered diagnostic of 
"myeloma proteins" because either the ab 
normal protein component in the pattern had 
a height width ratio of 4 1 or greater, with 
the method used, or had a significant peak of 
height width ratio of 3 1 or greater with an 
electrophoretic mobility faster than that of 
gamma globulin By these criteria, 30 addi¬ 
tional patterns were definitely abnormal, 
though not diagnostic, while only 9 were 
regarded as essentially normal Thirty seven 
of 62 urine electrophoretic patterns had a 
significant abnormal globulin component No 
patient with multiple (disseminated) myeloma 
had a normal serum electrophoretic pattern 
in the absence of proteinuria Only 15 of 
6,051 serum electrophoretic patterns in non 
myeloma patients were indistinguishable 
from the typical pattern of multiple myeloma 
These included macroglobulinemia, amyloi 
dosis, and lymphoma 


Osserman and associates," m an excellent review 
in 1957, reported that 97 of 100 patients m the 
myeloma spectrum had an abnormal spot in either 
the serum or the urinar) electrophoretic pattern 
Fort>--eight had both serum and unnarj abnormali¬ 
ties, while 36 had a serum "spot” but no significant 
unnar> abnormality Srxtx-one had an abnormal 
urinaiy protein peak, but 13 of these had a normal 
serum electrophoretic pattern Data on the serum 
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electrophoretic patterns repoited by the above- 
mentioned authors and by others are given in table 
1 In the majority of the 621 cases, mobility was in 
the gamma zone Seventy-four patients (12 per cent) 
had a nnnoi abnormality and 26 (4 per cent) had 
none 

Material and Method 

All abnoimal seium oi uimaiy electiophoretic 
patterns showing any suggestion of a homogeneous 
peak, as seen in multijile myeloma, weie noted in 
the course of routine daily electrophoietic detei- 
mmations made from Jan 1, 1956, through May, 
1959, and latei examined Subsequently, the clinical 
records of the patients involved weie reviewed 
from the standpoint of clinical diagnosis and other 


Table 1 -Scnnn Electrophoretic Patterns Reported 
111 the Literature 


Globulin 


20 

911 
87 


Author 
I on>,suorth et nl' 

KcKnIck== 

Gutiiinn X B mid ollior'' 

I Clin Inie-t 20 701, I'lll 

Admns ct nl ^ 

Reiner nnd Stern' 

O'scrinnn ct nl “ 

Kubotn C und others, Actn 
huoinnt 16 107 IOjO 
Onen nnd Rider” 

Jim" 

Hnrboe'* 

Rundlcs ct nl ” 

Lewis h A nnd others 
tlciLlind Clin Quart 18 

no 10 il 

Putnnin P 7' n 

J Biol Choin 202 i2i 10)3 


Grimtho L L, nnd Bren« 

A A L I Clin Pnth 6 
187 10o3 

Conn nnd Klntskln'” 

Rice, AV G , nnd X - 

T Lnb A Clin Med 44 >44, 
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bunderinnn 
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Godnl, H C 4cta mod senn 
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llnrtln T R , nnd Johnson 4 
Cnnnd A1 ’a J 76(,0o, lOx O 

McConnell, K J . «nd 
N H Brit 1 Cancer 12 201 
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Cases phn Beta AI 
3 2 

5 1 
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11 
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11 
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Glenehur, H , and othoj« 
A AI A Arch Int Alctl 
103 173 19-)9 

Total 


31 

021 


10 76 


3 16 

73 289 

( 12 ) 


74 


26 


«ers in parentheses indlente eases m which proteins were slowe. 


‘"{'MultlpS peaks in 1 case 
t Between alpha 2 nnd beta 


1 . J r-r, Tn Edition, the records of all pa- 
pertinent da a I dmenosis of multiple myeloma 

Strophoresis during the same period 
and protein clecii P distinctive enough to 

and PfS above gioup were also leviewed 

be included in tire an s l myeloma 

” “t Ce”? - smerf^ Si patienk wrth 
patients Bone m ^i-„.^onhoietic pattern or an 

:tvocVSnos.s were leviewed A diagnosis of 


myeloma Avas accepted only Avhen Ave were satisfied 
with tlie findings on bone-marroAV aspiration or 
biopsy 

Tire ratio of tlie height to the Avidth of the 
abnormal protein component as depicted by 
densitometer scanning Avas determined The height 
(numeratoi) Avas measuied from the base line to 



e top of the abnormal protein component, while 
e AVidth (denominator) Avas measured at the mid- 
nnt between the base and the top of the protein 
imponent (fig 1) These measurements recorded 
millimeters, are dependent upon careful control 
• tlie method used as noted below 
Filter-paper electiophoresis of the serum protein 
as carried out in the Spinco paper electrophoresis 
>11 model R, senes C, on Whatman 3 MM paper 
rips 3 cm wide An amount of solution containing 
iproNimately 0 5 mg of protein was applied to the 
oH each paper sLp aa'IucIi had previously been 
listened Avidi barbital buffer of pH 8 6 and lomc 
tiencth 0 075 A current of 5 ma per eight strips 
i hltei paper was applied for 15 hours at room 
LpeTatSe The paper Avas dried, and then dyed 

"able %-mrmal Values for Serum Protein Fractions h,j 
Paper Electrophoresis 

Gm /lOO Ml Per Cenl 
3 0-4 1 o2 9 o9 4 
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globulin fractions as determined by paper electro¬ 
phoresis in our laboratory are given in table 2 
The electrophoretic procedure for the unne was 
the same as for the serum except that the urine was 
concentrated by ultrafiltration first Because unne 
contains relatively small amounts of protein it is 
usually necessary to concentrate it before a satis¬ 
factory distribution of protein fractions on paper 
can be obtained No procedure is completely satis¬ 
factory for this purpose, however, the process of 
ultrafiltration as described by Mies and modified by 
McGuchin and McKenzie” usually gives good re¬ 
sults Bence Jones proteins sometimes occur with a 
molecular weight as low as 10,000 or possibly less, 
and loss of piotein through the collodion bag has 

Table 3-Electrophoretic Patterns of Serum and Urinary 
Proteins in 165 Cases of Multiple Myeloma 

Urine Ca«es 

Serum 

Pattern Cn^es Positive* Negatlie Determined 

DiakQostlc 


Ratio 5 1 or greater 

115 

17 

17 

81 

Abnormal mobility 

11 

2 

4 

5 

Total 

Nondlagncstlc 

12G 

19 

21 

86 

Sugge«tlie of mjeloma 

3d 

9 

0 

7 

Po««lhle myeloma 

Normal or minor 

14 

2 

)t 

7 

abnormalities 

9 

3 

V 

3§ 

Total 

30 

14 

8 

17 

Poelthc inenn® height vidth ratio of 3 1 or greater 
t Minimal Uobulln peak In 1 case 
i Nephro®islike pattem In 1 case 
§ All positive for Bence Jones protein 



been observed m a number of cases, thus, electro- 
phorebc values for urine may be less reliable than 
those for serum 


Results 

Electrophoi esis of Seiiim Proteins—Serum elec¬ 
trophoretic patterns were studied in 165 cases of 
multiple myeloma (table 3) In 115 cases (70 per 
cent) the height width ratio of the abnormal com¬ 
ponent ranged from 15 1 to 4 1, in 97 of the 115 
the ratio was greater than 5 1 Inasmuch as only 
four nonmyeloma patterns had narrow peaks with 
a ratio as high as 4 1 (excluding macroglobulmemia 
and amyloidosis”), the ratio 4 1 was taken as the 
lowest diagnostically significant one In an addi¬ 
tional 11 cases (7 per cent) the patterns were felt 
to be diagnostic because the mobility of the ab¬ 
normal protein was also abnormal (in the beta zone 
in SIX and between the gamma and the beta zone 
[M] in five), even though the ratio was little more 
than 3 1 

In 39 cases (24 per cent) the serum electrophoretic 
patterns were not diagnostic In 16 (10 per cent) of 
these the patterns were somewhat suggestii'e be¬ 
cause of hj'pogammaglobulmemia In 14 cases (9 
per cent) the patterns were definitely abnormal be¬ 
cause the mobility was faster tlian gamma, or an 
abnormal amount of protem was present but of 
lesser magnitude than that of the above-mentioned 


groups In nine cases (6 per cent) the serum pat¬ 
terns were normal or only slightl) abnormal 

Of the 39 myeloma patients with nondiagnostic 
serum electrophoretic patterns, 22 had electrophore¬ 
sis of urinary proteins Fourteen of these 22 pa¬ 
tients had what were considered diagnostic urinary 

Table 4-Electrophoretic Patterns in 165 Cases of Multiple 
Myeloma Mobility of Abnormal Proteins in Serum and Unne 


Ca^c^ 



* Serum 

Urine 

GlobuliQ 



Alpha 2 


"■ 

Beta 

20 

9 

M 

13 

11 

Gamma 

301 

U 

Slower thTD gamma 

3 


Not clas‘;ifledf 

2, 

2o 




Total 

3r>j 

62 


* Betrveen alpha 2 and beta 
f No ‘Significant peak present 


patterns, that is, the peak for the abnormal com¬ 
ponent had a ratio of approximately 3 1 or greater 
An additional 19 of the 39 had either a serum or a 
urinary electrophoretic pattern that was suggestive 
The remaining six had normal or almost normal 
serum patterns, but all had proteinuria of some de- 
giee and four had Bence Jones proteinuna It is 
apparent, therefore, that all 165 patients exhibited 
either an abnormal serum pattern (though not 
necessarily diagnostic) or proteinuria of some de¬ 
gree Harboe® found that only one of 63 patients 
did not have a specific myeloma protem in the 
serum or urine Owen and Rider ° reported that 
only one of 40 patients with myeloma had normal 
or nonspecific serum patterns and no proteinuria 
The presence of a tall, sharp major abnormality 
in the pattern m 70 per cent of our patients com¬ 
pares favorably with the findings of Adams and 
co-workers “ and of Reiner and Stern ■* However, 
these authors, along with Conn and Klatskin,'” and 
Rice and Yamaoka and their 30 patients, found no 



Fig 2—Rclatncb tall, broad, diffuse scrum pattem with 
which mulhple m'cloma was associated in few instances 


multiple mreloma patient witli a normal serum 
electropliorehc pattern This is at \ anance mth the 
findings of Osserman and associates," Lewis and 
associates, Griffiths and Brews, and Sunderman and 
Sunderman, as well as wafh our findings Most of 
the differences can be ex-plained on the basis of 
definition of the term “normal ” 
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The mobility ot the abnormal component in the 
serum electrophoretic patterns of the 140 pabents 
showing some peak is demonstrated in table 4 It 
can be seen that 74 per cent of these peaks were in 
the gamma zone, which is close to the 70 per cent 
obseived by Reiner and Stern ' 

Tablc 5 -Relation of Electrophoretic Peaks for Proteins m 
Urine and Scrum 


jama, Sept 17, I 960 


Vuthor 

O'-^oriiiiin ct nl ' 

Tim* 

Tri'cnt '-cries 


Penk In Urine 

r":r , \o Dntn 

Faster Siime Slower on 

Thun In as In 1 han in Scrum 
Scrum Senim Scrum Peak 

I'l 2(1 S tt 

0 6 2 
10 It 2 11* 


* An additional 2o patients did not hn\c an abnormal (globulin peak 

In si\ instances multiple myeloma was associated 
with a 1 datively tall, broad, diffuse pattern (such as 
41 by 14 mm or 31 by 13 mm ) (fig 2), however, 
this was unusual and the great majoiity of such 


It IS significant that all nine of our patients who 
exhibited h^opmmaglobuhnemia and whose urme 
was studied electrophoretically had a significan 
urinary globulin peak The mobility was faster th^i 
that of gamma globulin in six of the nine cases 
and the same in the remaining three cases 
Thii ty-three of 76 patients whose serum patterns 
were characterized by a height width ratio of 41 
or greater had Bence Jones proteinuria, while 17 
of 32 patients with a ratio less than 4 1 had Bence 
Jones pioteinuria, the difference in incidence ol 
Bence Jones proteinuria m the two groups is 
scarcely significant Ten Thi)e found Bence Jones 
pioteinuiia in three of seven patients with a major 
seium spike and in only one of five with minor 
abnoiinahties of the pattern However, Adams and 
CO- workers “ found it in 9 of 21 patients with major 
abnoimalities and in 7 of 8 with minimal abnor¬ 
malities Reiner and Stern'' found it in 8 of 35 


patterns represented another disease such as lym¬ 
phoma 01 lupus erythematosus 
Elect) ophorests of Urinanj Pi —Electio- 
phoresis of the urine was performed in 62 of the 
165 cases of multiple myeloma In 22 (36 per cenU 
of these the height width ratio for the abnoimal 
component was greater than 4 1, and thus diag¬ 
nostic of myeloma proteins In seven others the 
ratio was greater than 3 1, and in an additional 
eight theie was a discrete, rounded globulin peak 
m the absence of significant amounts of albumin 
In four of these eight as well as in the seven in 
which the ratio was greater than 3 1, the patterns 
were legarded as diagnostic In the lemammg 25 
cases there was little or no globuhnuiia (in six of 
the 25, significant amounts of albumin were indi¬ 
cated by the urinaiy electrophoretic pattern) Thus, 
discrete globulin peaks were present in the patterns 
of 37 of the 62 patients (60 per cent) with electro¬ 
phoresis of the urine This is similar to the 60 pei 
cent found by Jim’' in 35 patients, and to the 61 
per cent with an abnormal “spot” found by Osser- 
man and associates ® in 100 cases The mobility of 
the major iiiinary globulins is shown in table 4 
Jim"' found the following mobility patterns of 
globulin m 21 cases beta, nine cases, M, five cases, 


Table 6 -Correlation of Values for Blood Urea With 
Presence of Bence Jones Proteinuria in Sntij-two Cases 


Bonce Tone! protein 
PosItI\ 0 
NcKothc 
Not done 

aotiil 


Urea, JIfi: /!<» VI 

-^-^--—\ 

I or Less 41 91) lOO or More 


Not 

Done 


13 fl 10 
8 6 0 
7 G 1 

is n 11 6 


gamma, three cases, between alpha-2 and beta, 
one case, and double peaks, three cases 
The mobility of the urinary protein peak 
lation to that of the serum peak is shown in table 5 
for 0111 senes and for the series of Osserman and 
associates “ and Jim ^ 



Fig 3 —Tall, biond, sloping serum pattern with mobility 
of gamma globulin, as commonly seen m posthepatitic 
ciiahosis usuallj associated with lupus ei^thematosus 


patients with majoi abnormalities and m 13 of 17 
with minor abnoimalities 

Data on the concentiation of blood urea and the 
incidence of Bence Jones proteinuria in tlie 62 


patients with urinary electrophoretic patterns are 
pven m table 6 It can be seen that Bence Jones 
pioteinuria was found in all patients with signifi 
2 iUit mciease of blood uiea (100 mg oi more per 
100 ml ) in whom it was looked for Of the 11 pa 
tients with significant mciease of blood urea, only 
3 had any albumin (and this was minimal) on elec^ 
trophoies^s of the uiinary proteins, and of the 1/ 
patients with mild mciease (41 to 99 mg per 
100 ml ), 6 had no albumin peak, 4 had small albu 
mm peaks, 3 had moderate albumin peaks (2 of 
these had diagnostic gamma peaks m addition], 
and 4 had large albumin peaks If azotemia is re 
garded as equivalent to impaired renal function, our 
patients exhibited less albuminuria with ^eate 

.mpa^ment than „dl« 

IS m contrast with the findings of Moore, Bundles 

and associates,'* and Reiner 
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“Myeloma Patterns tn Nonmijeloma Patients — 
TJie serum electrophoretic pattern commonlj^ seen 
in posthepatitic cirrhosis usually associated with 
lupus erj'thematosus is a tall, broad, sloping curve 
with the electrophoretic mobility of gamma globu¬ 
lin (fig 3) The value for albumin is usually less 



Fig 4 —Serum pattern in typical nephrosis 


than normal A gamma peak of this prominence 
IS not seen in Laennec s cirrhosis, and the electro- 
phorebc pattern may serve as a significant differ- 
entiabng point 

The serum pattern in t)'pical nephrosis re\'eals a 
low albumin content, a prominent alpha-2-globuhn 
peak and i low gimma-globulm content (liypogam- 
maglobuhnemia) (fig 4) 



Fig 5-Serum pattern in benign hjperglobubnemic pur¬ 
pura of Waldenstrom 


Bemgn h\’perglobuhnemic purpura of Wilden- 
strom IS characterized by a relatively losser, broad, 
tented gamma-globulin peak (fig 5) 

Only 77 electrophoretic patterns of serum or 
urine of nonmveloma patients among the 6 051 


electrophoretic p ittems obtamed in our laboratories 
m the penod studied were regarded as suggestive 
of multiple myeloma The diseases represented 
w'ere idiopatliic macroglobulinemia, 8 cases, cirrho¬ 
sis (mostlv posthepatitic, but often associated wath 
lupus ery'thematosus), 16 cases, hanphoma, 6 cases, 
collagen disease, 6 cases, Sjogren s s>Tidrome, 4 
cases, amyloidosis, 3 cases, Fanconis s\mdrome 
3 cases, hjTpergammaglobuhnemic purpura, 1 case, 
plasmocvtic disease (suspected but unproved mye¬ 
loma, amjdoidosis or macroglobulinemia), 9 cases, 
and miscellaneous, 21 cases The diseases repre¬ 
sented bv a height wadth raho of 4 1 or greater 
are listed in table 7 Brief reports of the sl\ cases 
considered as Ivmphoma or possible hanphoma 
follow' 

Case 1 —A 66-> ear-old man first came to the Mayo Chmc 
m 1951 because his physician had found splenomegab and 
anemia during a routine eaamination Ph>sical exammabon 
re\ ealed splenomegaly (spleen felt 4 fingerbreadths below the 
costal mirgin) and bilateral axillary ind inguinal Ijanphad- 
enopatli> but no hepatomegaly Laboratory findings in¬ 
cluded 1 normal y due for hemoglobm and normal leukocy te 
and differenbal counts but a sedimentabon rate of 52 mm 
m 1 hour (Westergren metliod) and tlirombocytopenia 


Table 7 —Incidence of Myelomaltke Patterns of Serum 
Proteins in 6 051 Patients Without Myeloma 


Mncro^lolnilloLtniii 

Pattern Cases 

MoMlitj Fa«ter 
Ratio 4 3 Than for 

or Greater Gamma Clobiilln 
7 0 

Probnbic mHcroklolnilmeinln 

1 

0 

Priinnn nnirJoJdosIs* 

2 

0 

SccoDdan am\loifIo is 

0 

1 

I Mnphoinn 

1 

0 

Po«cUile Ivinphomn 

It 

I 

Adtnini trntfon of KlolmHn 

1 

0 

• ProbuMr a \arlunt of Jinilllple myeloma 



t ihi imtlmt had lioth ii ratio greater than 4 1 and a inolallty 
fn-ter than gamma globulin 

(72 000 and 51 000 platelets per cubic millimeter) Bone- 
marroyy examination rexeiled aggregahons of lymphocytes 
and a few plasma cells 

In September, 1958, tlie pahent said that he had done 
quite well except for yxeakaiess and episodic discomfort due 
to tlie splenomegaly The spleen extended to the iliac crest 
but no significant adenopatliy xxas present Laboratory find¬ 
ings included hemoglobin 11 3 Cm per 100 ml leukocyte 
count 7,700 per cubic millimeter, yyith 66 per cent lyanpho- 
cx tes 1 5 per cent prolx mphocy tes, and 2 5 per cent atypical 
Ivmphocy tes platelet count 68 000 per cubic millimeter 
sedimentabon rate 64 mm m 1 hour, grade 2 proteinuria, 
and Bence Jones protein not determined Serum electro¬ 
phoresis rex ealed an abnormal globulin peak mcasunng 38 
by 7 mm and urinary electrophoresis rex ealed a homo¬ 
geneous protein peak 20 by 8 5 mm in tlie gamma region 
The bone marrow findmgs were again compabble wath tliose 
of Ixanphoma Splenectomy was performed and a diagnosis 
of giant follicular lymphoma was made 

In May 1959 the xalue for hemoglobin xxas 11 1 Gm 
and the leukocyte count xxas 37,000 watli 81 per cent 
lymphocytes The lixer xxas enlarged and Ixmphadenopitliy 
was present \ blood smear rex ealed bizarre plasmocytoid 
lymphocytes 

The picture is rather unusual for pant follicular Km- 
phomi, but no other diagnosis could be made at the bme 
Tlie sigmficanec of the blood picture in Max, 1959 remains 
to be seen 

Case 2-\ 60-ycar-old woman came to the Mixo Clinic 


111 





250 


in Jamiarj' 1957, with i liislory of sore tliroat, anemia, anti 
sscakness of one month s duration Moderate splenomegaly 
and hepatomegaly sscre noted There was no lymphadcno- 
pathy Tile value for hemoglobin was 8 Gm, and the 
leukocyte count uas 2,400, with slight monoeytosis and 
occasional metamyelocytes and normolilasfs The platelets 
numbered 61,000 The sedimentation rate was 65 mm in 
1 hour The scrum electrophoretic pattern was not remark¬ 
able except for hvpogammaglobuhncmia (0 71 Gm ) The 
bone marrow was active and a number of aj^^re^ations of 
hmpbocytes and some small nests of large rctieulum cells 
s\ ere seen There w is gr itle 2 protemuna, but Benee Jones 
protein Mas not dcteimmcd Tlic weakness and fever per¬ 
sisted in spile of treatment with prednisone (Meticorten) 
md nitrogen mustard Forty milliliters (3 3 Gm ) of gimma 
globulin w as gi\ en intramuscnhrlv One da)' later this pro¬ 
tein measured 1 2 Gm per 100 ml of senim, with a rather 
homogeneous peak of 31 by 7 mm as eontrasted with the 
h)’pogammaglobuhncmia and a small, insignificant peak both 
6 davs before and 10 days after injection of gamma globulin 
Splenectomy w is performed and a diagnosis of Hodgkin’s 
disease was made A downhill course W'lth chills, fever, night 
sweats, and can episode of jaundice occurred, and death 
ensued m September, 1958 The significant homogeneous 
g<amma peak w as undoubtedly due to tlic injection of gamma 
globulin .and not to Hodgkin’s disease 

CAsn 3 —A 68-ycar-old man w'as seen at the M ivo Clime 
for the first time m November, 1956, with a liistor)' of weak¬ 
ness, fatigue, anorexia, dyspnea, ancl a 10-lb (4 5 kg ) loss 
of w'cight, all during the previous 8 months No significant 
lymphadenopathy, splenomegaly, or hepatomegaly was 
present The x'.ahie for hemoglobin, leukocyte count, sedi¬ 
mentation rate, value for urea, <and blood smear were not 
remarkable No protemuna was present Senim electro¬ 
phoresis revealed a gamma peak of 38 by 9 mm Bone- 
marrow examination showed numerous aggregations of 
lymphocytes and some plasma cells w'hich w'ere not 
considered diagnostic, though suggestive of pnmary macro- 
globulmemia as review'ed by the autliors Follow'-up infor¬ 
mation in August, 1959, indicated that the patient w'as in 
fair he.alth m a nursing home Laboratory data including i 
strongly positive Sia reaction, greatly increased serum poly- 
sacchande, and gel electrophoresis supported the impression 
of macroglobulmemia 

Although tins patient probably h.as macroglobulmemia, 
ultimate confirmation by ultracentnfugation is still lacking 
Case 4 —A 70-year-oid w'oman came to the Mayo Clinic 
in May, 1959, w'lth a 4-)'ear history of di.aphragmatic hernia 
W'lth recent recurrent gastrointestinal hemorrhages She had 
lost 30 lb (13 6 kg ) dunng the preceding 6 months No 
splenomegaly, hepatomegaly, or lymphadenopathy w'as noted 
The value for hemoglobin w'as 117 Gm ancl the leukocyte 
count w'.as 7,100 The sediment.ation rate was 84 mm in 1 
hour and no protemuna w'as found Osteoporosis xvas noted 
on x-ray examination of the tlioracic porbon of tlie spinal 
column The diagnosis of diaphragmatic hernia xvas con¬ 
firmed An .abnormal protein peak migrating between the 
gamma and beta zones and measuring 32 by 7 mm xvas 
found in the senim electrophoretic pattern The unnary 
cleetrophorebc pattern revealed more gamma globulin Uian 
normal, but it was nonspecific The bone marrow' w'.as active 
and showed a mild increase in lymphocytes and plasma cells 
The patient returned m September, 1959 but no signi - 
leant changes were noted in her symptoms, physical findings, 
or kaboratory findings The diagnosis is really indeterminate 
at jrr^nt, biit lymphoma was considered clinically Myeloma 
IS, of course, not excluded altogetlier 

One patient with cirrhosis associated with lupus 
erythematosus had a height width latio of 41 
(69 by 17 mm) for the abnormal component, but 
the peak was wide In no myeloma patient was 
a pattein leachmg such heights wider than 11 mm 
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(that IS, in mploma patients there was greater 
homogeneity of protein) The pattern of one 
^yth Sjogren s syndrome and benign hypergLma 
globuhnemia purpura had a peak of 64 by 15 mm 
Macroglobulmemia was not excluded and Zn 
the tracing was somewhat wide 
Only thiee patients of the nonmyeloma group 
had a significant peak xvith mobility faster than 
gamma Short resumes of the data on txvo of these 
patients follow, the third one (case 4) had a sie 
mficant M peak (32 by 7 mm), and lymphoma or 
myeloma was suspected clinically 


Case 5 -A 24-yeir-old man first c.ime to tlie Mayo Clinic 
in November 1958, with a history of recurrent arthnUs 
since 1949 In August, 1958, he had had an episode of 
arthritis during xvliich he noticed pitting edema of the ankles 
Physical examinahon revealed pithng edema that extended 
to the waist and the residuals of rheumatoid arthntis The 
hver and spleen w ere not palpable Laboratory studies re 
x'ealed a normal concentration of hemoglobin and a normal 
leukocyte count, while the sedimentabon rate was 104 mm 
in 1 hour (Westergren) Grade 4 protemuna xvas present, 
but Bence Jones protein xx'.as not determined The value for 
blood urea was 28 mg, and for senim cholesterol 635 mg 
Senim electrophoresis revealed an alpha-2-globuhn peak 
measiinng 33 by 14 mm and a beta-globuhn peak measur 
mg 28 by 9 mm , xvliile the albumin content xvas 1 02 gm 
.and the g.amma globulin 0 39 gm per 100 ml The lupus 
erythematosus clot test and the Paunz test gave negative 
results Tlie bone marrow w as not examined Needle biopsy 
of the kidney revealed amyloidosis It xxas felt tlint this 
pabent had amyloidosis .md nephrosis secondary to rheuma 
told arthnbs 

Case 6 —A 57-year-old man came to the Mayo Clinic in 
September, 1958, xvitli a history of fatigue, dyspnea, and 
anemia for txx'o montlis He had bilateral enlargement of 
the axillary nodes but no hepatomegaly or splenomegaly 
The values for liemoglobin x\’ is 7 7 Gm, and tlie leukocytes 
numbered 5,400, xx'itli a normal differenhal count except 
that 1 per cent of tlie cells xx'ere metamyelocytes, 0 5 per 
cent late myelocytes, and 0 5 per cent normoblasts The 
platelet count w-as 67,000 .and the sedimentation rate was 
147 mm in 1 hour Unnalysis revealed grade 1 albuminum, 
but Bence Jones protein xvas not present Serum-protein 
electrophoresis revealed a large M peak measiinng 28 by 17 
mm Urinary electrophoresis revealed 0 06 Gm of protein, 
mostly in the beta and gamma regions The Sia test g.ave 
negative results Bone-marrow findings were compahble 
lymphosarcoma, and the patient w'.as treated with nitrogen 
mustard and then triamcinolone Wlien he rebimed three 
montlis later he felt better, his hemoglobin measured 12 2 
Gm, and his platelet count xvas 148,000, but the remainder 
of the laboratory' findings xvere essenbally unchanged Ljan 
phoma or possibly macroglobulmemia xvas suspected, hut 
ultracentnfuge studies xvere not avail.able 

Seveial leports of “myeloma proteins”^ m^ lym 
phoma 01 leukemia have been published 

Adams and associates" found five conditions in 
which the electrophoietic pattern might falsely 
suggest multiple myeloma, namely, cirrhosis, hepa 
titis, osteoaithiitis, metastatic carcinoma to bone, 
and metastatic caicmoma of the stomach "f” 
and Ridei" found four cases m which myeloiriJ 
patterns weie associated with nonmyeloma condi 
tions, namely, pulmonary infarction, duodenal u 
with bleeding, recurrent pneumonia, and pnei 
monia xvitli joint pains They were not sure 
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myeloma could be excluded in all four cases, be¬ 
cause of some increase in plasma cells and m- 
creased sedimentation rate in one case, and m- 
creased sedimentation rate alone m another Conn 
and Klatskin found no myeloma peaks in the 
patterns for 153 nonmyeloma patients In four of 
their cases (carcinoma of the lung, osteoporosis, 
pulmonary tuberculosis, and a normal patient) they 
demonstrated a double beta component but it was 
not readily confused with a myeloma pattern 
Among S3 nonmyeloma patients Jim ’’ found only 
one witli a distinctly predominant homogeneous 
globulin and this patient had macroglobulinemia 

Flynn found a compact narrow Taand in the 
serum from a proved case of macroglobulmaemia, 
in two cases of obscure anemia m which no satis- 
factorj' diagnosis has yet been made, and as a 
transitory phenomenon m a simple case of the 
nephrotic syndrome However these are the only 
exceptions in many hundreds of sera 

Of 33 urinary electrophoretic patterns available 
for nonmyeloma patients, only three had a tall, 
sharp spike characteristic of myeloma proteins and 
these represented patients with macroglobulinemia 
In addition, seven manifested a small amount of 
discrete or diffuse globulin with a ratio no higher 
than 251 These seven patterns represented txvo 
cases of l>Tnphoma, two of Sjogren s syndrome, two 
of adult Fancom’s syndrome, and one of Laennec’s 
cirrhosis 

In the literature little is said concerning urmary 
peaks m nonmyeloma patients except in those with 
nephrosis However, Owen and Rider ® stated that 
proteinuria manifested by the presence of one or 
two globulin fractions was diagnostic of multiple 
myeloma except when Bence Jones proteinuria 
accompanied some othei disease 

Summary 

Of 165 electrophoretic patterns of serum proteins 
representing 165 patients vuth multiple myeloma, 
126 were considered diagnostic of “myeloma pro¬ 
teins ’ either because the abnormal protein com¬ 
ponent in the pattern had a height width ratio 
of 4 1 or greater, or had a significant peak with 
an electrophoretic mobility faster than that of 
gamma globulin Thirty patterns were definitely 
abnormal though not diagnostic, while onlv nine 
were essentially normal 

Sixty two of the 165 patients with multiple mye¬ 
loma had electrophoretic study of urinarj^ protein 
Thirty' seven of these had a significant abnormal 
globulin component, while the remaining 25 had 
very slight globuhnuria or none at all 

No patient with multiple (disseminated) myeloma 
had a normal serum electrophoretic pattern in the 
absence of protemuna 

For tliose patients in whom Bence Jones protein 
was determined, all whose blood urea measured 
100 mg or more per 100 ml and about half of 
those whose blood urea measured less than 100 mg 


had Bence Jones protemuna Albuminuna was 
more common m those xxnth a urea value less than 
100 mg than in those with a higher x'alue 

Only 15 of 6,051 serum electrophoretic patterns 
m nonmyeloma patients were indistinguishable 
from the typical pattern of multiple myeloma The 
diseases represented were macroglobulinemia, seven 
cases, probable macroglobulinemia, one case, pri¬ 
mary amyloidosis, t\^'o cases, secondary amyloidosis, 
one case, lymphoma, one case, possible lymphoma, 
two cases, and administration of globulin, one case 

Three of 33 urmary electrophoretic patterns m 
nonmyeloma patients had a tall, sharp globulin 
component, all examples of macroglobulinemia 
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Carcinoma of the Prostate 

Treatment by Interstitial Irradiation with Radioactive Gold- 

Experiniental and Clinical Studies 

George J Bitlkley, MD and 
J tncent J O Conor, M T), Chicago 


At present less than 5% of patients with carcino¬ 
ma of the prostate gland are seen early enough in 
the course of their disease to warrant tlie perform¬ 
ance of total prostatectomy in the hope of a lasting 
cure Androgen-control therapy in the form of 
estrogen administration, with or witliout perform¬ 
ance of bilateral orchiectomy, has enabled us to 
arrest the disease temporarily by bringing about 
varymg periods of regression In spite of this, we 
must look constantly for additional therapeutic 
measures which might inciease our ability to control 
or arrest this neoplasm 

Subjects and Procedures 

In 1952, Flocks and co-workers ‘ fiist suggested 
treatment of carcinoma of the prostate with inter¬ 
stitial irradiation by means of radioactive colloidal 


Table 1 —Distribution of Radioactive Colloidal Gold After 
Intraprostatic Injection in the Dog 
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gold injections After observing the clinical work of 
Flocks, at Iowa City, we believed that additional 
experimental work should be done to clarify the 
distribution and excretion of the ladiocolloids after 
their injection into the pi estate of the dog On the 
basis of these animal expeiiments, already pub¬ 
lished,® we have shown that radioactive gold, 
phosphoius, and yttrium are all apparently safe to 
use witliout danger to distant organs, and that all 
three mateiials are capable of destroying normal 

Trom the UioloRic Depirtment of Chicago Weslej Memontd Hos¬ 
pital the Hadio-Isotope Unit Veterans Administration Research Hos¬ 
pital and the departments of urology and biochemistry Northwestern 

University Medical School , 

Read before the 75th Annual Meeting of the American Association 
of Gcnito-Urmary Surgeons, Absecon N J Apnl 17, 1959 


Radioactive gold (Au’®®) was used ivith 
little success in the treatment of 42 pa 
tients ivith carcinoma of the prostate 
gland Experiments until dogs injected 
"With Au^®®, P®*, and Y®° had shoivn that 
these radioactive elements can destroy 
carcinomatous prostatic tissue and adja¬ 
cent lymphatic tissue ivithout excessive 
danger to other tissue nearby Au’®® was 
injected into the patients first in the 
prostate tlirough an open retropubic 
(Cherny) operative incision and later as 
a simple perineal injection ivith multiple 
needles Of the 42 patients, 19 died of 
prostatic carcinoma, the autopsies shoiv- 
ing shrinkage of the tumor in only 3 cases 
Seventeen of the 20 living have improved, 
with noticeable softening of the mass and 
ivith temporary arrest of the carcinoma in 
10, and coiiipletc-arrest in 7 Best results 
were slioira in well localized prostatic 
carcinoma, while large cancerous areas 
did not respond markedly Au'®® does not 
appear to prolong survival of tliesc pa¬ 
tients in most cases but seems more 
advisable in patients lefusing total pro 
tato-vesiculectomy 


and carcinomatous prostatic tissue as well as some 
regional lymphatic tissue (table 1) 

In addition, we have shown that destruction of 
tissue with any radioactive material depends, 
chiefly, on uniform distribution of the radioactae 
colloid throughout the prostatic mass This is due 
to the fact that the effective range of tissue destnic 
tion by the beta rays is only a few millirnetcis 
Complete distribution is necessary to insure that toe 
radiation will be sufficient to destroy all the issi> 
in a given area Our animal studies indicated i 
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by the accepted methods of 
suprapubie injection, with use 
of multiple needles attached 
to a ratchet-t>'pe pressure sy¬ 
ringe, and the addition of the 
spreading agent, hyalurom- 
dase, distnbuhon was not uni¬ 
form Large areas of normal 
tissue persisted withm other 
areas of radiation scar (fig 1, 
2, and 3) 

After a carefully planned 
experimental study, which in¬ 
cluded the use not only of 
radioactive gold (Au’'"’) but 
also of radioactive chromic 
phosphate (P'’") and yttrium 
chloride (Y““), we applied the 
injection of radioactive mate¬ 
rials to patients with carcino¬ 
ma of the prostate at Chicago 
Wesley Memorial Hospital 
and the Veterans Administra¬ 
tion Research Hospital “ 

At first, we mjected into the 
prostate through an open re¬ 
tropubic (Cherny) operative 
incision, but later we decided 
that this extensive surgical 
procedure offered no great 



Fig 1 —Photomicrograph showing prostate gland of normal dog 



Fig 2 —Photomicrograph showing canine prostate three weeks after injec¬ 
tion of An*®® Note acute radiation reaction imolsing most of gland but 
persistence of some normal gland 


adv mtage compared to the simple per¬ 
ineal injection with use of multiple 
needles (fig 4 and 5) 

In addition to the usual routine lab- 
oiatorx' studies it Wesley Memorial 
Hospital, it was possible with use of 
the facilities of the radioisotope labo- 
ratorv at the VA hospital to study uri- 
narv excretion of radioactive substance 
daih' for the first fix'e days after injec¬ 
tion Blood samples \\ ere drawn at one- 
minute intervals for the first 10 minutes 
after injection and regularlv thereafter 
for eight hours to determine blood lev¬ 
els of tbe isotope Liver function tests 
xx'ere performed preoperatively, and 
perineal punch biopsies, blood counts, 
md skeletal suix'exs were carried out 
routmeh' The following table shows 
tx'pical results of excretion studies after 
the injection of radioactive gold (Au’“") 
m the treatment of carcinoma of the 
prostate (table 2) 

The urinarx excretion of radioiso¬ 
topes ifter mtraprostatic injection in 
patients is x'anable but occurs in great¬ 
er part durmg the first 24 hours This 
parallels the results prexiouslv re- 
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ported 111 tinimtil studies ’* Considerable ladioiso- 
topic mateiial appaiently enters the bladder and 
uiethra at the time of injection This is true wheth- 
ei the injection is done by a closed oi an open 
method 

Tviir c 2 —Excretion Studies After Intectian of At/"*® m 
Patients luili Carcinoma of the Prostate 
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In oul latei evpeiience, we inci eased the original 


concentiation of ladioisotopic solution from 2 to 4 
me per cubic centimeter to 15 to 25 me per cubic 
centimetei, as suggested by Flocks In spite of this, 
autopsy reports on patients who had received even 
repeated injections of ladioactive gold levealed 
patchv and incomplete local tumor destruction 


injections weie made in these 42 patients Three 
patients were injected three times and five pahents 
twice Multiple injections may help m controlling 
the extent of local tumoi mass, but thev failed to 
pioduce a negative postinjection biopsv specimen 
in all but one patient 


Tauce 3 —FoUow-iip Study of Forty-tico Patwitls utth 
Carcinoma of Prostate 1 reated icith An""* 
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Of the gioup of 42 patients studied, two were 
lost to follow-up, leaving 40 patients who could be 
included in this study One-half of the 40 patients 
are still alive and the othei half died (table 3) 
Nineteen patients died from prostatic carcinoma 
and one fiom coionary aitery occlusion Critical 
study suggests that three patients m this gioup of 
fatalities leceived some temporary benefit from the 



.. j ti," 

F.g 3-left onmne p,.state lour weeks after Au'“ 

srst'E r!«5'’;”!teTuS ^ 

•• 1 . 


A eaieful follow-up study was made, embiacmg 
42 patients with caicmoma of the piostate treated 
during the years 1953 through 1957, by means of 
mtraprostatic injection of ladioactive gold This is 
not aSarge senes of patients but is of sufficient size 
to allow^some significant conclusions Fifty-three 


injection, consisting chiefly of a ®bnnkage of tbf 
tumor mass, less obstuictive 
bleeding Tlie otbeis m this group did 
receive significant palliation 

Of the 20 hvmg patients 3 had no 
change after injection of radioactive g 
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actively progressive carcinoma Seventeen patients 
are alive and have benefited from therapy by pal¬ 
pable softening of the tumor mass Ten patients bad 
only temporary softening, with decrease in the size 
and hardness of the tumor mass, for a period aver¬ 
aging one year and followed by a return of palpable 
carcinoma Three of these 10 patients had positive 
findings at needle biopsy and others have not had 
biopsy, but we are ceitam the specimens would 
have yielded a positive result All of this group re¬ 
ceived estrogen therapy, and eight underwent orchi¬ 
ectomy Smce most patients in this group had no 
particular symptoms from their prostatic carcinoma, 
the benefit from gold injection was chiefly objective 
(palpatory) rather than subjective 

Seven patients are still alive and well and have 
no prostatic carcmoma In two of this group, find¬ 
ings of needle biopsy were negative, in one five 
years and in the other two years after injection One 
patient in this group had an early localized nodule 
which disappeared and, after four years, is no 
longer palpable Although performance of post- 
injecbon biopsy has not been possible, his carci¬ 
noma may be completely controlled All these seven 
patients have had estrogen therapy, and four under¬ 
went orchiectomy 

Because we did not feel justified m withholdmg 
any possible beneficial therapy, all our patients 
Iiave received estrogen therapy and almost one-half 



of the entire group underwent orchiectomy This 
males evaluation of the results from therapy mth 
radioactive gold alone diflBcult or even impossible 
Critical study of the entire group suggests that of 
the 20 who died, only 3 had received temporari' 
palliation Of the 20 living patients, 17 probably did 
obtain some benefit from injection In 10 instances, 
this benefit was of short duration, and in 7 instances 


the improvement and absence of palpable tumor 
persisted for a significant period 

Comment 

We believe that the idea of achieving any signifi¬ 
cant palliation or control of evtensn e local disease 



Fig 5—Injection of Au’®® through needles >Mth leaded 
s>ringe 


with radioactive gold injected intiaprostahcally is 
not supported by the above figures The best results 
have been observed m those patients wnth w'ell- 
locahzed prostatic carcmoma of small total mass, 
which mav be more completely irradiated by the 
gold and potentially even completely destroyed 
Our initial animal studies of distribution would 
seem to confirm that the situation after the injection 
of the carcinomatous prostate also involves incom¬ 
plete distribution and destruction follow'ed by rapid 
regrow'tb of neoplasm, and that the larger the area 
of attempted irradiation the more incomplete the 
result Perhaps tins method of therapy wall find its 
place chiefly m the treatment of smaller localized 
areas of carcmoma or in those patients w’ho refuse, 
or have some contraindication to, total prostato- 
vesiculectomv On the other hand, perhaps tliese 
small areas of tumor represent biologically inactive 
tumor 

At the time of wTiting w'e have no evidence that 
radioactive gold therap\' appreciably increases the 
survival time of patients wath carcinoma of the 
prostate Fi\ e-vear sunaval statishcs of comparable 
groups of patients published by se\eral authors,- 
wben compared wath those of Flocks,” do not show 
an^ significant diflFerence Our evpenence w'ould 
bear this out, and, therefore, w e do not think that 
this method of treatment should be applied with 
the idea of prolonging life or eflFecting a cure, al¬ 
though in highly selected cases this ma\ be possible 

If radioactue gold therap^ does not seem to in¬ 
crease suna\al appreciabh, does it ciusc sufficient 
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palliation to be Nvoithwlole^ We believe that in iso¬ 
lated instances the answer is “yes,” but that these 
mstances are rare Again, m carefully selected pa 
tients with localized areas of carcinoma the palL 

Imh ""fwoithwhile The evaluatfon of 
such a method of treatment is evtremely difficult 
ecause of many variables in the activity of 
neoplasm, interpretation of results, and lack of 
adequate control studies Aftei reviewing our ev 
perimental and clinical studies, as well as those of 
othei authors, we believe that this method of treat¬ 
ment is not sufficiently promising or logical to war¬ 
rant its widespread use and that further application 
s lould be confined to highly selected patients and 

carried out onlv under carefully controlled condi¬ 
tions 

Summary 

A leview of experimental studies after iniection 
of radioactiye gold (Au>-) into the canine prostate 
shows that it is impossible to irradiate the gland 
completely because of poor distribution of the 
colloidal solution After injection into tlie dog’s 
prostate, loss of injected radioactiye material into 
the bladdei and urethra, as well as into the blood 
stream, and, thence, to distant organs, leayes about 
10% of the total injected dose acting directly on the 
prostate A comparable percentage seems likely in 
human subjects, according to figures of blood and 
urine losses in patients aftei injection of Au’"® into 
the caicinomatous prostate 
The pi ogress of a group of 40 patients recewing 
All’”® intraprostatically was carefully followed Only 
seven of this group seemed to obtain significant 


prostate-bulkley and O’CONOR 

jama, Sept 17, I 860 

palliative effects from irradiation Complete com i 

of c^cmoma of the prostate by thTme^l 
treatment seems highly improbable ^ 

251 E Chicago Ave ( 11 ) (Dr O’Conor) 
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M acular degeneration in old people —when the tissues become 

old and cells in the eye begin to atrophy, theie is no easy way to block 
the process In a macular degeneration, for instance, we know that the pa¬ 
tient’s vision IS going to continue to be less and less in the foveal area If the back 
of the eve is examined with an ophthalmoscope and pigmented and depigmented 
aieas in the maculai aiea aie seen and are accompanied by pooi central vision, it 
IS a case of maculai degeneration In tins perplexing disorder, eliminating miscon¬ 
ceptions and unspoken feais can be a very great contnbution on the part of the 
attending phvsicians Most people witli tins condition assume that it is only a mattei 
of months before the lemamder of their vision will be blotted out They take great 
solace in the woids “You xvill nevei be blind with this condition ” They often are 
helped by magnifying lenses oi telescopic oculai devices which enlarge the particular 
area at which they aie peering Tins patient is very grateful if you bother to tell 
him that he does not have a tumor, because tins thought is everpresent in his mind 
If glaucoma is not present, he can be leassured by tlie explanation that no glaucoma, 
heinonhages, scars oi cataracts are piesent Elderly persons with macular degenera¬ 
tion can leam to live with this exasperating vision When they realize that they are 
still able to discern the food on their plates, see most of their grandchildren, and 
move around objects and thiough doorways easily without bumping into things, 
their apprehension diminishes The physician should take time to reassure elderly 
patients that looking at television, trying to knit, gardening in the bnght sunshine, 
working under fluoiescent lights, and using tlieir eyes even though they are physi¬ 
cally tired will not cause any harm —A McCannel, Some Common Misconceptions 
About the Eyes, Fostgraduaie Medinne, February, 1960 
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Children with Severe Brain Injuries 

Neurological Organization in Terms of Mobility 

Robert J Doman, M D , Eugene B Spitz, M D , Philadelphia, Elizabeth Zucman, M D , Pans, 
Carl H Delacato, Ed D , and Glenn Doman, P T , Philadelphia 


T he large number of conferences, seminars, 
and publications regarding the bram-mjured 
child indicates not so much the volume of new in¬ 
formation available but rather the intensity of the 
search for new information 
We had long been dissatisfied with the results of 
our own methods of treatment and believed that the 
time requirements in treating children with severe 
brain injunes could scarcely be justified m light of 
the low percentage of marked successes as com¬ 
pared with children who were essentially without 
treatment 

Durmg 1956 and 1957 we developed a new ap¬ 
proach to such cases, the goal of which was to 
establish in brain-mjured children the develop¬ 
mental stages observed m normal children The 
program which aimed at both normal and damaged 
brain levels consisted of (a) permitting the child 
normal developmental opportunities in areas m 
which the responsible bram level was undamaged, 

(b) externally imposing the bodily patterns of ac¬ 
tivity which were the responsibility of damaged 
brain levels, and (c) utilizing additional factors to 
enhance neurological organization 
The team used consisted of a physiatrist, a neuro¬ 
surgeon, an orthopedic surgeon, a nurse, a physical 
therapist, and a psychologist In 1958, a two-year 
outpatient study xvas begun xvbich used these de¬ 
velopmental stages m the treatment of 76 brain- 
injured children Each patient was seen bimonthlv 

Material 

Subjects —This studv of 76 children includes every 
child seen in tlie Children s Clinic durmg the studv 
period who met the following criteria 1 The exist¬ 
ence of brain injury (For the purpose of this studv, 
brain injured children are defined as those children 
whose lesion lies in the brain The definition in¬ 
cludes both traumatic and nontraumatic lesions but 
excludes children who are genetically defective) 

2 A minimum of six months treatment 3 No child 

From llie Pchabililation Center at Philadelphia (Drs R J Doman ? 
and Zucman and Mcssia Delacato and G Doman) and the Children s 
Hospital (Dr Spitz) Dr Zucman Ancicn Eztemt des Hospitaiii de 
‘“H' (A E H P ) uas a Research Fellou dunnft the course of this ^ 
studs 


A new system has been developed for the 
treatment of children with severe brain in¬ 
juries This concept, based on neurological 
organization, is aimed at the injured central 
nervous system rather than at the resultant 
peripheral symptoms The authors devised a 
developmental mobility scale which described 
13 levels of normal development as the cri¬ 
teria of progress during a two year study of 
76 children The program consisted of per¬ 
mitting the child normal developmental op 
portunities in areas where the responsible 
brain level was undamaged, externally im¬ 
posing the bodily patterns of activity which 
were the responsibility of damaged brain 
levels, establishment of hemispheric domi¬ 
nance and early unilaterality, respiratory 
improvement as measured by vital capacity, 
and sensory stimulation to improve bodily 
awareness and position sense The results of 
this study are significantly better than those 
achieved by the authors with previous 
methods ^ 


was elimmated because of the severity of his in¬ 
volvement 

Diagnosis of Brain Pathology—The diagnosis 
w'as made after neurological examination and, in 
most patients, after an EEC (36), air study (42), and 
subdural tap (22) had been done The group of 76 
w'as composed of children wdio had spasms, atheto¬ 
sis, ataxia, ngidities, tremors, and mcxed sxanptoms, 
24 of these children had clinical seizures 

Classification of Brain Pathology —The brain 
pathologjr was classified as to U-pe, location, and 
degree m the following manner 

1 Tx'pe (fl) unilateral bram damage This 
group contained 15 children with either subdural 
hematoma (all operated on), xascular malforma¬ 
tion, or hemiatrophx of nonspecific causation Of 
these 15 children, 4 had hemispherectomies per- 
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formed by us (b) bilateral biam damage This 
gioiip contained 61 children with conditions such 
as hydrocephalus, subdural hematoma (all oper¬ 
ated on), kernicterus, postencephalitic damage, 
dysgenesis of corpus callosum, dysgenesis of cere¬ 
bellum, dysgenesis of coitex, porencephaly, or dif- 
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fuse coitical atrophy of nonspecific causation We 
pel formed 14 yentriculojugular and 2 yentiiculo- 
pentoneal shunts on the 16 hydiocephalic patients 
The therapeutic piogiam was instituted no sooner 
than 10 months after surgery 

2 Location Upon an study, 30 childien demon¬ 
strated dilatation of the lateial yentiicles, and 12 
demonstrated dilatation of the entiie yentricular 
system, thus indicating the piesence of subcortical 
as well as coi tical damage Locating these lesions m 
terms of the Phelps-Fay classification,' there weie 
61 cerebial lesions (spastic patients), 12 midbrain 
lesions (athetoid patients), thiee basal ganglion 
lesions (two patients with tiemoi, one with iigid- 
ity) and 10 ceiebellar lesions (ataxic patients) 

3 * Degree Both clinical examination and neuio- 
surcical diagnostic pioceduies indicated that the 
degree of brL damage ranged from mild to severe 
No^ child xvas eliminated from this study due to 
seyeiity of either clinical symptoms oi degree of 

^'Ige^ft'^egmnmg of Stuchj-The ages langed 
from 12 months to nine years, with a median age of 
26 months and a mean age of 30 months The c i - 
dren were separated into thiee age f 

opmental sigLficance 0-18 months, 18^ 

36 months, 41 children, and oyei 36 months, 19 

and Stages of Movement at 
Theiapv-The leyel of moyement was defined ac 
Srdmg to a modificaSon of 

terns of Gesell and co-woikeis and Bay 
and these were numerically designated for lefer- 
ence purposes The stages described are («) ^' 

arms and legs w.thout X^TtaWe 0 

orawlitiK (c) creep-ng, and (d) walking (table ) 

exoe lence. each stage described was de¬ 
pendent on the successful completion of the pre- 
vious stage 


IQ, Affect, and Speech -No child was elimmafed 
because of severity of deficiency in these areas 
Duration of Treatment —The duration of treat 
ment ranged from 6 to 20 months, with a mean of 
11 months 

Method 


After thorough neurological studies, the children 
were evaluated to determine their disabilities in 
functional terms An outpatient program of neuro 
logical organization was then prescribed and taught 
to the parents The parents were requued to cam 
out the program exactly as prescribed The did 
dren’s couise was reviewed by the team on an 
aveiage of every two months, and treatment 
changes were made to correspond to new develop 
mental levels of accomplishment The treatment 
consisted of two types 

Treatment Type I-All nonwalking children 
(56) were leqmred to spend all day on the floor in 
the pi one position and were encouiaged to crawl 
(prone method) oi creep (hand-knee method) 
when that level of accomplishment was possible 



1-Demonstration of homohteral 
, tiatment of children with severe brain injunes 

lot crawl 

accomplishment at winch pathology prec 
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child s advancement to the next developmental 
stage, a specific pattern of activity was prescribed 
which passively imposed on the central nervous 
system the functional activity which was normally 
the responsibility of that damaged brain level Ini¬ 
tially these patterns were in some cases partially, 
and in other cases completely, those which had been 
descnbed by Fay ■* As time passed, our team discon¬ 
tinued some of these, modified others, and added 
those which it believed to be useful Each of these 
patterns had its counterpart m tlie normal develop¬ 
mental growth of a healthy child so well described 
by Gesell and Amatruda “ The children were pat¬ 
terned for five mmutes, four times daily, seven days 
a week without exception The patterns were ad¬ 
ministered by tliree adults One adult turned the 
head, another moved tlie right arm and leg, and the 
third moved tlie left arm and leg The patterns 
were to be performed smoothly and rhythmically at 
all levels 

Activity Pattern I (Homolateral) Childien who 
could not crawl (44) and those who crawled below 
cross-pattern level (7) were patterned m the homo- 



Fig 2 —Demonstration of cross pattern of actis it> in treat 
ment of children who can crawl or creep, or walk but poorlj 

lateral pattern, which was accomplished by one 
adult turning the head while the adult on the side 
to which tlie head was turned flexed the arm and 
leg The adult on the opposite side ex-tended both 
limbs As the head was turned, the flexed limbs ex¬ 
tended while the ex-tended limbs flexed (flg 1) 


Activity Pattern II (Cross-Pattern) Children 
who could crawl m cross-pattern or xxho could 
creep (5) were patterned m cross-pattern, which 
was accomphshed by one adult turning tlie head, 
while the adult on tlie side toward which tlie head 
was tiu-ned flexed the arm and extended the leg. 
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0 11 8 

4 53 

) CG 

5 G G 

3 30 

0 00 
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4 53 
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the adult on the opposite side extended the arm 
and flexed the leg When the head was turned, the 
position of the limbs was reversed (fig 2) 

Activity Pattern III (Cross-Pattern) Children 
xvho walked but poorly (20) were also patterned at 
the cross-pattein level 

Tieatment for Neurological Oigamzation—To 
enhance neurological organization, the children 
were evaluated in the light of the funcbons de¬ 
scribed below, and a treatment program xvas de- 
xased The program mcluded the following stages 
I When tests showed sensoty losses oi when results 
of tests were indefinite due to communication prob¬ 
lems, the children were placed on a program of 
sensoty shmulation which included apphcabon of 
heat and cold, brushing, pinching, and establish¬ 
ment of body image appreciation by letting the 
child ex-penence the relahonslnp between his hand 
and his face, his hand and his mothers face, and 
similar relationships 2 As each child reached the 
point where laterality influenced neurological or¬ 
ganization, a program to establish dommance was 
instituted 3 A breathmg program to improve 
vital capacity was prescribed All other therapy and 
use of mechanical aids were discontinued, except 
for anticon\ailsant medication ^^hen indicated 

Results 

The results ^^ere exaluated according to tlie 
folloxxing categories (I) global results, (2) results 
in the light of clmonological age, (3) results in the 
light of tlie indixadual disposition of each pabent, 
and (4) results in the light of the funcboml lex el 
at the onset of tlie program 

Global Results —Tl'te mean improxement of mo- 
bihtx XX as 4 2 levels The mean lex el of mobdih 
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was 4 4 at the beginning of the piogram and 8 6 at 
the end of the piogiam The range of improvement 
\yas 0 to 12 levels If we consider perfect walking 
the potential foi every child, the group achieved 
51% of this goal (table 2 and fig 3) 

The following findings are of interest Of the 20 
children unable to move and the 17 unable to 
walk, none lemamed at these stages Twelve chil¬ 
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petence by one level AU but two of the ofhe 
chilaren improved by one or more levels 
Eleven children learned to walk completely mde 
pendently All but two of these had begun treat 
ment at, or before, two years of age, and al 
achieved completely mdependent walking m h 
than 12 montlis of treatment The functional le\e 
of this group at the beginning of the study ua 



Fig 3 -Graphic presentation of results, in terms of mobility levels, of tieatment of children with severe hi am j 


dren weie leady to walk at the end of the study 
Eight were cieepmg cross-pattern (level 10), and 
four weie holding onto objects (level 11) 

Eight of the gtoup who could walk initially 
improved significantly m their walking but did not 
become perfect and, therefore, could not be con¬ 
sidered as having increased their functional com- 


virtually the same as the level of tlie other 65 did 
dren The entire group mean level at the outset^ 
4 4 compared with a mean of 4 1 for this group 
11 who learned to walk independently 
Only SIX chddren were discharged, all of 
had learned to walk perfectly, fltree o 
been walking poorly and three had been 
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walk at the beginning of the program The other 8 
who had learned to walk and the other 17 who had 
improved in walking were not discharged because 
of residual problems m speech or behavior 

Results in Light of Chronological Age—The 
children were separated mto three age groups of 
developmental significance for purposes of evalu¬ 
ation There was no significant difiFerence of mean 
impiovement among the three different age groups 
(table 3) 

Individual Results in Light of Functional Level 
at Beginning of Study—An analysis of the oiigmal 
level-ultimate level disposition of each case indi¬ 
cates an over-all improvement of 4 1 levels within 
the study The improvement m individual patients 
IS shown in table 4 

Rate of Improvement in Light of Functional 
Level at Beginning of Study —The levels of im¬ 
provement were evaluated by analysis of 13 levels 
m terms of functional components (table 5) 

Comment 

We found significant improvement when we 
compared the results of the classic procedures we 
had previously followed with the results of the 
procedures described above It is our opinion that 
the significance of the difference tends to corrobo- 

Table 3 ° 
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ile«erilicd abo^c 


rate the validity of the hypothesis set up as the 
theoretical basis of the program 

These procedures are based on the premise that 
certain bram levels, i e, pons, midbram, and 
coite\, have separate, consecutive responsibilities 
in terms of mobihty The goal of these procedures 
(neurological organization) is to create a climate 
in which a hram-mjured child mav develop and 
utilize those brain levels which are uninjured as 
they are developed m the normal child concurrent 
with myehnization during the first IS months of 
life" 

We have observed that the opportunities to crawl 
and creep are rarely accorded to the brain-injured 
child Great emphasis should be placed on permit¬ 
ting the biam-injured child to remain on the floor, 
"Inch Gesell and co-workers have described as 
the normal child’s athletic field, thus gn'ing the 
child an opportunity' to utilize and exploit un¬ 
injured brain levels and achieve the functions for 
"Inch such bram levels are responsible 

After neurological examination and testing had 
established the level of bram mjurx', a\e imposed 


on the child’s central nervous system patterns of 
activity' which have as their goal tlie reproducbon 
of normal activities which would have been the 
product of the injured brain level had it not been 
injured The pattern aspect of the procedure was 
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achieved after a study and modification of Fay'’s 
work with the brain-mjuied child and Gesell’s 
work with the noimal child and was then inte¬ 
grated mto the procedure developed by us 

It IS our opinion that, to be successful in such 
a program, the proceduie must be carried out 
whohstically ” While we placed vary'ing emphasis 
upon the importance of different areas within the 
program, it was our experience that success could 
not be achieved by using the components of the 
program in isolation 

We believe that the progiam must include (a) the 
opportunity for the brain-mjured child to spend 
prolonged periods on the floor in the prone or 
quadruped position, so that he may crawl or creep 
m order to utilize uninjured brain areas m physio¬ 
logical development Given this opportunity, the 
brain-mjured child may advance several develop- 
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mental lex els unaided, (b) the utilization of pit- 
tems of achvitx' administered passivelx to a child 
XX Inch reproduce the mobilitv' functions for xxhich 
injured brain lex els are responsible, (c) a program 
of sensorx stimulation to make the child body- 
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conscious m teims of position sense and pioprio- 
ception We believe that sensory reception is a 
pieiequisite to iiiotoi expression, (d) a program 
of establislimg coitical liemisplienc dominance 
through the development of unilateial handedness 
footedness, and “evedness” This was instituted 
when a lack of neuiological oiganization at this 
level so indicated," and (e) the institution of a 
breathing piogiam to achieve the maximal vital 
capacitv', since, m oui expeiience, we had obseiv'ed 
the lestiicted vital capaciU' and the lecuiience of 
respiiatoiy difficulties in many biam-injuied chil¬ 
dren 

While we think that this piogiam resulted m 
benefits to the childien studied in the aieas of lan¬ 
guage and affect, we confined this lepoit to results 
achieved in terms of mobility A latei lepoit will 
deal with the results achiei'ed in othei areas by 
this progiam of neurological oiganization 

wish to stress the fact that no child was 
eliminated from the study due to initial lack of 
affect 01 mobilih' It can be observed from the 
facts presented that many of the children, when 
mitially evaluated, showed little affect and no 
mobili^', and that a large number of them made 
significant progress It should also be stressed that 
during the study all othei piogiams of therapy or 
habilitation were discontinued and that no mechani¬ 
cal aids, such as biaces oi dutches, \veie used 

We place emphasis upon the fact that tire chil¬ 
dren studied weie ei'aluated and treated with lef- 
erence to the cential neuiological lesion rather 
than upon the s\miptoniatic lesults of the central 
lesion 

It is oui opinion that the results of this study, 
when compared with the results of oui previous 
woik, aie sufficiently encouraging to warrant an 
expanded and continued study of these pioceduies 

We do not believe that all the techniques which 
would be useful in achieving neurological organi¬ 
zation have been developed by this study We think 
that many additional techniques may be developed 
which could speed the process of habilitation of 
children with seveie biam mjuiies and perhaps 
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the lesults of studies being 
of uniting 




Summary 


A two-year study was conducted on 76 hum 
injured children Its goal was to deteiniine whether 
a program aimed at neuiological organization 
would be productive of greater results in terms of 
mobility than we had previously acliieved by more 
classic therapy 

The children studied were both evaluated and 
treated in liglit of their central neurological lesions 
m a progiam wlucli we had devised to utilize nn 
damaged brain levels to achieve the physiological 
functions for which such levels are responsible and 
to assist children at damaged brain levels in achiev 
mg function, as far as possible, by means of a 
piogiam designed to reproduce normal activity 
The piehmmary lesults of this study aie encourag 
ing Further studies of these procedures will be 
undei taken 
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F ounder of babies’ hospital, Newark -Anothei gieat contubution 

by Di (Heniy Lebei) Coit was the founding in 1896 of the Babies’ Hospital of 
Newaik, now appiopnately called the Coit Memonal This hospital was the 
second of its kind in the United States, the first being m New Yoik City Its funding 
also can be tiaced directly to his son’s death Realizing that the Sf 
that day was not pioperly equipped foi the caie of infants, Coit en iste e 
of seveial prominent Newark citizens to establish a specml hospital 
Fiom humble beginnings in a convened house came die we '^9^ PP , ’ ^ 

bed hospital of today Along with the original Babies ^ospita , se _ 

Well Stations” weie also opened in different paits of Versatile 

central clmic established for that purpose -F B Rogers H p g 
Physicians of New Jersey, New York, Vantage Press, 1960 
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Acute Versenate Nephrosis 

Occiiiimg as the Result of Tieatment foi Lead Intoxication 

Melvin D Reuber, M D , and J Edmund Bradley, M D , Baltimore 


A SYNTHETIC polyammo acid, CaEDTA (Eda- 
tlnmil calcium-disodium, calcium disodium 
ethylenediaminetetraacetic acid, calcium versenate), 
IS a water-soluble organic chelating agent Current¬ 
ly it IS used in the treatment of a number of types of 
heavj'-metal poisonings, and it has been particular¬ 
ly effective in lead poisoning' CaEDTA forms an 
un ionized soluble stable complex with the lead in 
the blood and soft tissues Once the lead is bound 
to EDTA, it IS no longer concentrated in any par¬ 
ticular organ or tissue of the body but passes free¬ 
ly through most of the membranes of the body 
and IS excreted rapidly by the kidney Daily excre¬ 
tion of lead in the unne is increased up to 40 times 
that found in the urine before administration of the 
drug = 

In animals, detailed toxicit)' studies have shown 
that there is a wide range between the therapeutic 
dose of 75 mg per kilogram of body weight and 
the LD,(i dose, which varies from 500 to 7,000 mg 
per kilogram of body weight dependmg on the 
species and the route of administration ^ Less than 
01% IS metabolized as measuied by Cin the 
expired air after administration of C '“-labelled 
CaEDTA It is excreted by the kidneys by glomer¬ 
ular filtration and tubulai secretion both, so that 
95 to 98% of the dose appears in the urine xx'ithin 
SIX hours apparently unchanged “ Morphological 
studies failed to reveal pathological changes in the 
tissues" 

Bauer and others “ compared the toxicit)' of 
CaEDTA with that of PbEDTA m rabbits When 
rabbits were given 500 mg per kilogram of body 
weight of CaEDTA intraperitoneally five times a 
week, 50% died in an average time of 78 days, 
whereas 50% given 70 and 100 mg per kalogram of 
PbEDTA intraperitoneally died in 8 5 and 1 3 days, 
respectively Doses of 20 and 40 mg per kilogram 
of body weight of PbEDTA for a period of 150 
days were reported as nontoxac Unfortunately, 
there was no description of the morphological find¬ 
ings in the inimals that died 
Based upon animal studies. Foreman and others " 
suggested that the upper limits of the dose of 
CaEDTA given intravenously in man should be in 

Frm, the Depnrtments of Puthologi ind Pedintncs Unner^U of 
'Unland School of Medicine 


A 7 -year old girl wtfh acute lead poison¬ 
ing developed anuria and uremia five days 
after treatment vritb calcium versenate (125 
mg per kilogram of body weight daily for 
three days) Her clinical course was compli 
cated by pneumonia, pericarditis, and bleed 
mg from the gastrointestinal tract Despite 
artificial dialysis she died after remaining 
anuric for 13 days At autopsy the kidneys 
showed acute tubular necrosis, which was 
attributed to the calcium versenate therapy 
It is recommended that the dosage of cal 
cium versenate should not exceed 75 mg 
per kilogram of body weight 


the range of 0 5 Cm per 30 lb (13 6 Kg) of body 
weight per hour or 10 Cm per 30 lb of body 
weight pel 24 hours and that courses of adminis- 
trabon should be limited to 7 5 Cm per 30 lb body 
weight given over 10 daj's with 7-dax' rest periods 
between courses 

As a result of the anim il studies and the clinical 
reports of the several investigators, CaEDTA was 
first thought to be free of toxic effects However, 
It appears from recent reports that the drug mav 
have serious toxic effects Five cases of acute tub¬ 
ular necrosis resulting from the treatment of both 
acute and chronic lead intoxication have been re¬ 
ported in Cermanv ’ Two of these included detailed 
autopsy findings, one resulted in findings in the 
kidneys only, and m the other h\’o autopsies u ere 
not performed 

In 1957, Vogt and Cottier “ reported the clinical 
and autopsy findings of a 3S-vear-old man with 
chronic lead poisoning who mistakenly received 
600 mg of CaEDTA per kilogram of body w eight 
dailv for four days (10 tunes the intended dosage) 
On the fifth dav anuna and uremia were noted, 
CaEDTA was discontinued, and the patient died 
the next night At autopsx', there was an extensixe 
necrotizing nephrosis mxohmg tlie proxamal con- 
xoluted tubules and loops of Henle The lumina, 
particularK of the proximal tubules were dilated 
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and the epithelial cells weie neeiotic, flattened or 
desquamated, oi showed minimal legeneration m 
several aieas The endothelial cells of the glomeiuli 
weie fiequently swollen, and theie were homogen¬ 
eous 01 finely gianulai eosmophilie masses in Bow¬ 
man s space Histochemical and chemical studies 
showed lead in the kidneys, as well as in othei 
oigans Meiciny poisoning was excluded bv chem¬ 
ical determinations Theie was also lobai pneumon¬ 
ia inx'olving the right lowei lobe of the lung, acute 
fibimous pleuiitis, marked swelling of the Kupffei 
cells in the hvei and of the sinusoidal lining cells of 
the spleen, perivascular hemoiihage m the brain, 
acute hemoirhagic colitis, and subendocaidial hem¬ 
oiihage 

Also in 1957, Moeschlm" lepoited two instances 
of nephrosis lesultmg fiom the treatment of lead 
mtOMcafaon with CaEDTA, but autopsv findings 
weie not included One case was that of a 60-\'eai- 
old lead factoiv woikei with acute poisoning who 
received 4 Gm of mtiavenously given therapy 
dailx^ for foui davs Two and one-tenth gi ams were 
given orall}' each day for four xveeks, followed by 
5 Gm intravenouslv given for two davs, a four-day 
inteiv'al, and 5 Gm foi two more davs There was 
albummuiia, uiemia, coma, and death m two days 
from seveie toxic nephiosis After each infusion, 
theie was transient headache, nausea, stomach 
cramps, and diaiihea The second case was a 53- 
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the mucosa of the pelvis of tlie kidiiev and theun 
naiy bladdei, pneumonia of tlie lower lobe of tlie 
left lung, and a large soft spleen 
Recently we have observed acute tubular necro- 
SIS with death after treatment of lead poisonm^ 
witli CaEDTA A leview of the literature reveals 
tJiat there are no prior leports implicating CaEDTA 
as a nephrotoxic agent in the treatment of lead 
poisoning in the United States However, similar 
lesions have been noted aftei therapy ivith sodium 
EDTA for In^percalcemia " Sodium EDTA is con 
verted to the calcium chelate on contact uatli serum 
calcium, and the CaEDTA is excreted by the lad 
ne)’’ Since CaEDTA is used extensively in the 
treatment of lead intoxication, the complete cluneal 
and postmortem findings are reported 


Case Rcpoit 

A one-yeai-old giil was seen m the Pediatiic Out 
patient Department of the Umveisity of Marjdand 
Hospital on April 20, 1959, with a Instoiy of eating 
plaster foi tlie previous two months and xMth cough 
and symptoms of an uppei lespnatory infection 
foi the previous week On physical exammation, the 
presence of an upper lespiiatoiv infection was con 
filmed, and it was noted that the infant had e\ 
tensive palloi TJie hemoglobin deteimination was 
8 8 Gm per 100 ml, sickhng test iiiepaiatioiis gave 
negative results, and blood wxis diaxxm foi a blood 


vear-old paintei witli chronic intoxication who de- lead deteimination 

veloped anuiia and uiemia and died foui days The child was returned to the outpatient depart 
after treatment with CaEDTA was discontinued ment on Apnl 22,1959, where the blood lead value 


Tlieiap}' consisted of 2 Gm given intravenously for 
one day, 4 Gm for two davs, and 2 Gm foi one 
daj'^ He also included in the discussion a case of a 
52-year-old man who developed uiemia aftei six 
days therapy of 2 Gm admimsteied daily intiax'en- 
ously and who died 14 days latei Autopsv dis¬ 
closed a severe neciotizing nephrosis with lipid in 
the tubules Hyaline casts were noted in the dilated 
tubules 

In 1958, Wemig and Scliweid reported the case 
of a 59-yeai-old factory woikei who leceived 3 Gm 
of CaEDTA (30 cc of a 10% solution of Mosatil 
mtiavenously given) for one day xvitb a two-day 
interval followed by four days more of therapx^ foi 
cbionic lead poisoning He developed uremia along 
with piolonged bleeding and clotting time and died 
two days aftei admimstiation of the last dose At 
autopsy, the pioximal convoluated tubules were 
minimally dilated and lined by both flattened ne- 
ciotic and legeneiating cells and sloughed cells 
filled xvith lumina Theie weie fine-sized to middle- 
sized droplets of fat mthin the epithelial cells Fie- 
quent protein casts were present in the collecting 
tubules Both chemical and histochemical studies 
disclosed lead m the kidney Chemical studies of 
the blood, kidney, and liver gave negative results 
for EDTA Additional changes included minute 
ecchymosis in the biain, serous membianes, and 


was reported as 0 076 mg pei 100 ml and therapy 
with CaEDTA (Calcium Veisenate) m a dose of 1 
Gm pel day (125 mg pei kilogram of body weight) 
was begun This dose of CaEDTA was adininis 
tei ed subcutaneously to bei foi tin ee days She xvas 
seen next on May 4, 1959, when it was reported 
that she had been vomitmg foi the past 10 days, 
she xvas exhemely mitable and had not urinated 
for the past 24 hours Hospital admission was rec 
ommended 

On examination, she u'as found to be well nour 
isbed, well developed, irritable, debvdrated, and 
bad frequent bouts of coughing Hei temperature 
was 101 2 F (38 5 C), pulse, 132 beats pei minute, 
respiration late, 40 pei minute, and blood pressure 
was 110/70 mm Hg The significant findings, on 
physical examination, consisted of dullness to per 
cussion and scattered fine, cracking rales lieard in 


he left lower chest postenoily 
Laboratory data, at the time of admissioi^, con 
isted of die followmg hemoglobin level, / Om 
ler 100 ml, hematocrit deteimination, 22, rcticiitj 
;yte cell count, 02%, leukocyte count was 4^ 
mm, with 65% polymorphonucleais, all ’ 

10 lymphocytes, 2 monocytes, 1 eosmopiule, a - 
3 asophiles, platelets were considered !<> f J 
mate Tire carbon dioxide content was ISjnLq 
jer liter Roentgenographic examinabon ot 
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:hest revealed pneumonia m a left lower lobe 
Vasopharvngeal culture revealed a heav\' growth of 
Diplococcus pneumoniae and hemolytic micrococ- 
lus (Staphylococcus) aureus Sickle cell test prepa- 
■ations gave negative results Blood sugar was 94 
ng per 100 ml, blood urea nitrogen level was 260 
ng per 100 ml, serum sodium level was 142 mEq , 
lerum chlonde level was 85 mEq, and serum po- 
assium level was 5 5 mEq per liter 
On the next day. May 5, 1959, the child had not 
'oided, and an 8 F catheter was inserted into the 
iladder xvith the return of no urine Prior to this, 
he child had been on 5% dextrose and v'ater at the 
ate of 2 cc per hour per kilogram of bodv weight 
On May 6, 1959, she contmued to be anunc, the 
ilood urea nitrogen level was 250 mg per 100 ml, 
ind the serum potassium level was 5 2 mEq per 
iter Cystoscopic examination was performed on 
his date, and no evidence of obstructive uropathy 
vas found A retrograde pyelogram done at this 
ime was interpreted as showing normal findings 
liopsy of the kidney showed marked dilatation of 
he proximal convoluted tubules with extreme flat- 
ening of the lining cells, resembling the cells xx'hich 
me the alveoli of the lung The cells of the distal 
xmvoluted tubules were swollen, the nuclei xvere 
mall and the lumina were often collapsed 
Houghed cells xvere present in some of the lumina 
On that dav a pericardial friction rub was noted 
The blood pressure xvas 110/70 mm Hg and an 
ilectrocardiogram showed a smus tachvcardia and 
ilevations of the RST segments compatible with 
icute pericarditis The mfant was digitalized xxath 
ligoxin, 25 mg given intramuscularlv The hemo- 
5lobin level had fallen from 7 Gm per 100 ml to 
19 Gm per 100 ml The patient received 100 cc 
if packed red blood cells During this time the 
patient xvept conhnuously, began to bleed from 
he gums, and had brownish-black vomitus and 
arrj' stools 

On May 7, 1959, the pericardial fnction rub had 
lisappeared, the electrolytes shoxved a blood urea 
nitrogen level of 254 mg per 100 ml The serum 
5odium level was 131 mEq , chloride level 79 mEq , 
xirbon dioxide content, 9 mEq, calcium lex'el, 
7 mg per 100 ml, phosphorus level, 14 mg per 
100 ml, and serum potassium lex'el, 5 7 mEq per 
liter Examinations performed for the presence of 
mercurv by the Maryland State Department of 
Health, Toxicology Dixnsion, xx'ere reported as 
showing negative findmgs 
On May 8, 1959, the patient xvas subjected to 
an artificial hemodialysis She remained on the 
artificial kidnev for four hours, during xxhich time 
she xxaas xvithout pulse or blood pressure for eight 
minutes Folloxxang this procedure, the blood urea 
nitrogen level fell from 254 mg per 100 ml to 
^ nig per 100 ml, the carbon dioxide content 
rose from 9 mEq to 16 mEq , and the serum potas¬ 
sium level fell from 5 7 mEq to 3 8 mEq per liter 


At the end of the procedure, the mfant appeared 
to be considerably improved, she xvas more alert, 
and there xx'as no further bleeding from the gums 
or the gastrointestinal tract 

On May 9, 1959, laboratorx' exammation re¬ 
vealed the blood urea nitrogen lex'el to be 118 mg 
per 100 ml, tlie carbon dioxade content xx'as 
17 mEq, the serum sodium level xvas 130 mEq, 
serum potassium level xxms 4 3 mEq, and serum 
chlonde level xvas 82 mEq per liter On the next 
day, tlie patient began bleedmg from the gums, 
vomitmg the same broxvmsh-black material, and 
passing tarrj' stools The hemoglobin level xvas 
5 4 mg per 100 ml 

On the seventh hospital day, the patient seemed 
considerably xvorse, her respirations xvere shalloxv, 
and she xx'as lethargic, hoxvever, the vital signs 
remained stable The laboratorv exammation, on 
that day, revealed the blood urea nitrogen level 
to be 124 mg per 100 ml, the carbon dioxide 
content xvas 11 mEq, tlie serum chloride level 
xvas 73 mEq, serum sodium level xx'as 113 mEq, 
potassium level xx'as 5 mEq per liter, calcium level 
xvas 6 mg per 100 ml, and phosphorus level xvas 
8 6 mg per 100 ml 

The patient died quietlv at 9 a m, on Mav 11, 
1959 

Postmortem Exammation 

The body xvas that of a xvell dex'eloped one-year- 
old gul, measunng 29 m (74 cm) m length, and 
xveighmg 20 lb (9 kg) The lungs xx-eighed 230 Gm 
(about % lb, normal xveight, 120 Gm or about Vt 
lb) There xvas a thick fibrmopurulent exudate 
over the pleural surface of the pencardial sac, the 
visceral pleura of the loxver lobe of tlie left lung, 
and the pleural surface of the left diaphragm A 
thin layer of fibnn xvas present ox'er the visceral 
pencardium, and there xvas 10 cc of fibnnoserous 
effusion m the pericardial sac The cut surface of 
the loxver lobe of the left lung xx'as broxvn, solid, 
and granular, and the alveolar xx'alls xvere discern¬ 
ible At the penphery, there xvere sex'eral abscesses 
xx'hich measured 5 mm in diameter Microscopic¬ 
ally, the vein of the loxver lobe of the left lung xvas 
surrounded by numerous degenerating polymor¬ 
phonuclear leukocvtes In some areas thev had 
mx’aded and destroyed the xx'all A recently formed 
thrombus, composed of fibrin, occluded the x'essel 
Tlie alveolar xxalls m the adjacent lung parenchv- 
ma xvere necrotic focallv, and the spaces xvere filled 
xxath necrotic xx'hite blood cells and fibrin An ex- 
tensix'e acute pneumonitis and abscess formation 
xx'as noted peripherallx Broxxai-Brenn stains for 
bacteria shoxx'ed small clumps of gram-positix e 
cocci The pleuntis and pencarditis xxere under¬ 
going earlx organization There xxere a fexx scat¬ 
tered foci of degenerating muscle cells, often con- 
taming finelv granular calcific bodies in the 
subendocirdium of the left xentncle and m the dia- 


127 



VERSENATE NEPHROSIS-REUBER & BRADLEY 


necrosis of the kidney A moie likely possibility 
would be that the large amount of lead m tlie skel¬ 
eton, ivlnch IS not lemoved bv CaEDTA, could be 
released during a stressful situation such as infec¬ 
tion and then become bound to EDTA The quan- 
titj^ of PbEDTA evcreted by the kidney would 
then be sufficient to produce tubular lesions The 
pneumonia in the piesent patient, the lobai pneu¬ 
monia in Vogt and Cottiei’s«patient, and the pneu¬ 
monia in Weimg and Schu'erd’spatient fai'or 
such an explanation, however, the time of onset of 
the piilmonar}' infections cannot be determined ac¬ 
curately It would appear that the pulmonaiy in¬ 
fection in the present repoit pieceded the 
CaEDTA therapv, and that it latei resulted in 
thrombophlebitis 

Dudley and associates ” postulated that, when the 
pH of the urine is fii'e oi below, tliere is a disso¬ 
ciation of CaEDTA with release of free calcium ion 
into the tissue fluid of the kidnei' producing tubu¬ 
lar damage Foreman and co-workers showed ex¬ 
perimentally that the addition of eithei sodium bi¬ 
carbonate or ammonium chloride to the diet had 
no effect on the kidney lesions Furthermoie, they 
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degeneration was caused by as little as 250 mtr 
per kilogram of body weight for 16 days ^ 

Summary 

Acute tubular and glomerular changes m the lad 
ney tolloTOng the treateient of acute lead po™ 
mth CaEDTA has been leported In addition to 
the kidney lesions, there were internal hemorrhages 
Similar cases have been reported in the German 
literature and also folloiving the treatment of hy 
percalcemia with sodium EDTA m the Umted 
States It IS believed that the tubular and glomer 
ular changes result from the excretion by the glom 
erulus and reabsorption by tlie proximal convol 
uted tubule of CaEDTA or some metabolite of tliat 
drug CaEDTA has proved valuable in the treat 
ment of lead intoxication, but it is clear from the 
reported cases that the dosage should not exceed 
that lecommended through previous experience 

University Hospital (1) (Dr Bradley) 

A histological section of the kidney in tlie case reported 
by Weinig and Schwercl was made available to the au 
thors by Dr Schwerd of the Universitat Erlangen, Erlangen, 
Germany 


also found that strontium EDTA produced lesions 
m the kidneys of expeiimental animals identacal to 
those obtained with CaEDTA Foreman and co¬ 
workers concluded that the drug could veryi well 
I'lnd with a tiace metal necessary foi the function 
of an essential enzyme system, peihaps witli iron oi 
manganese Metabolites, which would then accu¬ 
mulate, could increase the cytoplasmic osmotic 


The hemodialysis on tlie patient reported on was per 
formed fay Dr Francis Borges, assistant professor of medi 
cme, Umversit)' of hfarjdand, School of Medicine 
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Hypogammaglobulinemia 

Common Variant in Childien Responsive to Theiapy 

Benjamin D Gordon, M D , Stratford, Conn and Samuel Spencer, M D , Bridgeport, Conn 


r ow BLOOD levels of gamma globulin have been 
J described m three forms physiological, con¬ 
genital, and acquired ‘ The latter has been reported 
in adults only Durmg the past three years, we have 
collected 15 cases m children m tlie course of our 
practices These cases differ from the classic de- 
scnption of congenital agammaglobulinemia m 
certain important respects, which will be discussed 
later on 

Method 

The method used for determining the levels of 
gamma globulin is the precipitation test of Fried¬ 
man," a modification of the metliod of Wolfson and 
others The noimal value in our laboratory is 0 65 
to 17 Gm % The patients were studied in relation 
to age, se\, gamma globulin levels before and after 
treatment, presenting symptoms, and history of 
allergies A summary of this data can be seen in 
the table The response to antigenic stimulation 
was tested by two standard methods Since all of 
tliese children had received DPT injections as in¬ 
fants, a Schick test was performed on each As 
none of them had been exposed to tj'phoid infec¬ 
tion or vaccine, 0 1 cc of typhoid-paratyphoid v'ac- 
cme was given to each intradermally (with one ex¬ 
ception), and levels of H and O agglutinins were 
determined one month later 

Report of Cases 

Case 1 —A 12-year-old boy had a history of se¬ 
vere infanble eczema from tlie 1st year of hfe and 

Assistant attending pediatrician (Dr Gordon) nnd assistant attcnd- 
•"S m general practice (Dr Spencer) Bridgeport Hospital 


Acquired hypogammaglobulinemia has 
been described for ihe first time as a cause 
of repeated infections of various types in 
children The cases here described differed 
from classic congenital agammaglobulinemia 
in certain respects (1) 5 of 17 patients were 
female, (2) all responded to antigenic stimu 
lation, (3) all had normal isohemagglutinins 
and (4) all improved dramatically with small 
doses (2 0 to 4 0 cc every four weeks) of 
gamma globulin in a concentration of 165 
mg of gamma globulin per cubic centimeter 
of solution Cessation of therapy after one 
to two years was followed by the main¬ 
tenance of normal gamma globulin levels 
and continued clinical improvement in all 
but one patient Sixteen of 17 patients had 
a strong personal or family history of allergy, 
and this association had not been previously 
described Since many severely allergic chil 
dren have normal gamma globulin levels, the 
exact significance of these findings is still 
a matter for speculation 


severe astlimatic attacks from the 2nd year At age 
10, he had lost one year of school because of illness, 
and every time he developed an infection he broke 
out m xveepmg eczema over the antenor surface of 
his ankles and m his popliteal and antecubiUiU^ 
fossae Blood gamma globulin level was 
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and 2 0 cc of gamma globulin, in a concentiation 
of 165 mg of gamma globulin pei cubic centi- 
metei of solution, was given intramusculaily and 
maintained every four weeks foi 12 months arbi- 
tiaiily 

The 1 espouse was astonishing He not only con¬ 
tracted no more infections, ate bettei, and looked 
and felt bettei but he even escaped infection when 
all the othei membeis of his family were sick Dur¬ 
ing this time, an enlarged and deviated septum was 
lepaned, with excellent lesults Not only was his 


Case 2 -A SVa-year-old boy had a history, dating 
from the 1st year of life, of repeated infections in 
the upper part of tlie lespiratory tract, repealed 
otitis media, and acute bronchitis with asthma 
Each infection was associated with an acute epi 
sode of hyperpyrexia (temperature 105 to 106 F 
[about 41 C]) and grand mal Original gamma 
globulin level was 0 4 Gm % Patient was treated 
with 2 cc of gamma globulin monthly for two 
yeais with good results Gamma globulin level at 
the time of this writing was 0 73 Gm % 


Data in Fifteen Children with Hypogammaglobulinemia'* 
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HKtorj of Allerty 

Haj fcior a<; infant, mother and cistcr with 
ce/cma 


Ec/einit, father with hay fc\er 
Tathor ^ritli hn\ fc\<M 


Sercrc wcepint eczema with c\cr> U R 11. 

ucthmn until ubc 9 

Haj fcier father with cc/ema 

Eezcnin 


Ec/ema 


None 


illcrRic to penicillin «ulfn and tetruoclino 
mother aunt 'ister «ith hay fe\er and \rith 


eczema 

llcrglc to pcmclliin, “ittlfn, and tetracycline 
mother aunt, and ^i'^ter with hay feter and 
cousin with eczema 

istcr with eczema mother with lun feser and 


Mother with hay fever 
Mother with hat fe\cr 


Se\ere eczema mother with hav fe^cr and 
mucous colitis 


Results of Tests 

Receiving 
Therapy 
at Time 
of This 

for Tj phoid 

Mrltlnt 

Trace in 1 80 H 
antigen solution 
trace in undiluted 

0 antigen 

No 

No trace in H or 0 
antigens 

Tes 

No trace m H 
antigen trace in 

1 20 0 antigen 
solution 3-f- trace in 

1 20 and 1 100 H 
antigen solutions 

Tes 

1-f trace in 1 40 0 
antigen solution 

No 

No trace in H or 0 
antigen 

No 

No trace in H antigen 
trace in 1 40 0 
antigen solution 

No 

No trace in H or 0 
antigens 

No 

No trace m H or 0 
antigens 

Tes 

No trace in H nntlgon 
trace in 1 80 0 
antigen solution 

No 

No trace m H antigen 
trace in 1 80 0 
antigen solution 

No 

No trace in H or 0 
antigen 

Yes 


No trace In H antiften 
trace in 1 20 0 
antigen solution 
No trace in H antigen 
trace in 1 80 O 
antigen solution 


Tes 

Tes 


0 jO 


Repeated U R I 1 


Eczema, mother with hay fever and mucous 
colitis 


" SchicX tests showed negatite results in nU patients 

bieathmg easier but Ins school work and his gen- 
eial interest in everything impioved , , i „ 

Six months after cessation of the gamma globulin 
miections, he was still doing beautifully and bis 
gimm globulin level was 0 67 Gm % It is mter- 
fsting that tins is )ust ovei the borderline of normal 
and yet the clinical results were striking When Ins 
eamma globulin level was measured again m prepa- 
fahorfo tins report. 18 months had passed since 
be level was last reported and two yeais since he 
ad had any gamma globulin It was now 108 
Gxn% and L was a healthy, active youngster 
without repeated infections or eczema 


The family histoiy ivas of considerable interf 
The mother had bay fever, early ^euinatoi 
thritis, and mucous colitis One brother had rh 
matic heait disease and asthmatic f^^onchitis C 
sistei has rheumatic heart disease and eczemat 
deimaWis In the lattei hvo the gamma globi 

‘“ters-reTi-old gul had a hatory dat 
hom the IsV year of hfe of repeated mfechons 
t uppe. part of the respnatory tract and a^c 

bronchitis with asthma (t, 
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Original gamma globulin level was 0 4 Gm % As a 
result of repeatedly severe infections of the upper 
part of the respiratory tract, the patient was treated 
with manv mtibiotics She is now sensitive to peni¬ 
cillin, sulfa, tetracycline, and chloramphenicol 
(Chloiomycetin) These infections were character¬ 
ized by the ibsence of adenopathy and cyclic neu¬ 
tropenia (1,500-4,500 neutrophils per cubic milli¬ 
meter) Excellent results were brought about bv 
the admimstiation of gamma globulin every month 
Her gamma globulin level at the time of this writ¬ 
ing was 0 79 Gm %, and no gamma globulin had 
been administered foi six months pnoi to that time 

The family history was of consider ible interest 
The patient, her sistei, her mother, and her moth¬ 
ers sister had hay fevei A nephew had asthm a due 
to food allergv 

Observations 

The ages varied at the tune of diagnosis fiom 6 
months to 10% years, but a careful history m each 
case revealed the presence of repeated infections 
from the first year of life The true congenita] 
agammaglobulinemia is limited to male patients, 
and, in this series, there are four female patients It 
IS tnie that only two cases were discovered at six 
months of age, but the history in all the others goes 
back to infancy Increased awareness may provide 
more cases m infants, but, at this time, it cannot be 
called congenital 

The associahon of a stiong personal or family 
history, or both, of allergy m 14 out of 15 cases 
seems striking The relationship of allerg>' to hypo¬ 
gammaglobulinemia has not been mentioned pre¬ 
viously 

The patient with the classic congenitd case, as 
described at present, is unable to respond to anti¬ 
genic stimulation In all our cases, the Schick test 
showed negative results, indicating r good response 
to diphtheria toxoid, and normal isohemagglutimns 
weie present The response to a single antigenic 
stimulus, to which there had been no previous ex¬ 
posure, was tested with typhoid-paratyphoid x'ac- 
cme The results are listed m the table They varied 
from no response to a good response, with no cor¬ 
relation with age, sex, or existing level of gamma 
globulin 

Clinically, the syndrome has been described in 
association with bronchopneumonia,'’ meningitis 
ind pyelonephritis Only one of these children had 
bona fide episodes of bronchopneumonia, but many 
had severe upper respiratory infections and infec¬ 
tious eczematoid dermatihs Two had recurrent 
furunculosis 

Initial gamma globulin levels ranged between 
040 and 0 62 Gm % when the chagnosis was made 
The congenital form has been reported vatli levels 
less than 0 025 Gm % and the acquired form with 
levels less than 0 10 Gm % Therapeutic response in 


all these patients has been excellent with admims- 
tration of relatively small amounts of gamma 
globuhn Gross and others'* recommended calcu¬ 
lated doses of 0 3 to 0 45 ml of gamma globuhn per 
pound of body weight at monthly intervals For an 
80-lb (36-kg) child, this would represent 36 ml of 
gamma globulin every month Oui results agree 
with tliose described by Barrett and Volwiler ’ in¬ 
asmuch as we have used only 2 0 to 4 0 cc of 
gamma globuhn every four weeks 

Comment 

In 1952, Bruton" desenbed the syndiome of 
agammaglobuhnemia, which is seen only in male 
patients and is characterized by repeated infections 
of various types, low levels of circulating gamma 
globulin, normal values foi other protems, absence 
of expected bacterial and viral antibodies and iso- 
hemagglutmms, and absence of response to specific 
antigens Good ’’ has described tlie absence of 
plasma cells in the first months of life, which is a 
period of physiological hypogammaglobulinemia, 
and Gitlin and others" have demonstrated this 
phenomenon in older patients with this sjmdrome 
There is no doubt that this is the fundamental 
pathology 

Our cases do not fall into any of the previously 
described categories The finding of an antibody 
response, of normally circulating isohemagglutimns, 
and of good lesponse to small doses of gamma 
globuhn and the fact tliat four of our patients were 
female leads us to believe that this is a pediatric 
variant of the acquired form It also seems to be 
more frequent in the genei al population than might 
have been suspected In txvo private prachces, while 
actually looking for gamma globulin abnormalities, 
we found 15 such cases and not 1 tj'pical case of 
congenital agammaglobulinemia 

It was striking to us to find that 14 out of oui 
15 patients had a strong personal or family history 
of allergy The interjiretation of this is not clear 
We have specifically measured gamma globuhn 
levels m seveial other severely allergic children 
ind found them to be normal 

Since this entity was reported, many physicians 
h ive been using gimma globulin therapv empmcal- 
ly m conjunction with antibiotics Failure to de¬ 
termine gamma globuhn levels initially has prob¬ 
ably masked many such cases 

The excellent clinical results with relative!} 
small doses of gamma globuhn lead us to believe 
there is an analogx between this entitv and certain 
basic theones in immunochemistr} Haurowitz® in 
1950 developed the premise that normal globuhn 
can sen'e as a template for its ovn replication 
Ekstedt ind Yotis recenth show ed that the addi¬ 
tion of coagulase to a prexiousl) non-coagulasc- 
producing strain of stapln lococci resulted in its 
comersion to i coigulase-positixe strun Hall and 
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G.ile," woiking with pneumococci, have shown 
that placing killed viiulent strains, or even lysates 
of vnulcnt strains, in contact with aviiulent or¬ 
ganisms will lesiilt in their transformation and the 
acquisition of viiulent properties 

Is the coie of tins problem not so much tlie in¬ 
adequate amounts of gamma globulin but rather 
that the character of the globulin is abnoimal and 
that antibodies fiom it do not function normally? 
B> combining electrophoretic and salt fractionation 
methods of examining serum pioteins for quantita- 
tix'e antibody determinations, Larson and Tomlin¬ 
son have shown that man’s abilitv to maintain 
elevated total serum gamma globulin content beais 
no relation to the ability to produce antibody 
globulin 

Summary 

Of 15 patients with hypogammaglobuhnenna, 14 
had a personal or family histoiy of alleigv Ex¬ 
cellent theiapeutic results weie achieved with very 
small doses of gamma globulin in a concentration 
of 165 mg per cubic centimeter of solution 

Addendum 

Since the oiigmal waiting of this papei, two more 
cases of hypogammaglobulinemia have been found 
in one family, one in a boy aged 9 months (gamma 
globulin level 0 28 Gm %) and one in a gnl aged 2 
years (gamma globulin level 0 61 Gm %) Their 
fathei IS asthmatic, and the mothei has multiple 
allergies causing a chronic ihinonhea Both chil- 
dien luwe responded well to slightly laigei doses 
of gamma globulin initially, viz, 4 0 cc of gamma 
globulin for the girl and 8 0 cc of gamma globulin 
for the boy Maintenance theiapy has been 4 0 cc 
of gamma globulin every four u'eeks for each child 

2875 Mam St (Dr Gordon) 


Dr Russell Pope gave help and advice in the prepimfion 
of this paper, and Dr Sidney Gottfned gave techn.cS asSt- 
ance with the actual chemical determinations 
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B ence JONES protein -isotope studies have established that Bence Jones 
piotem IS not a degradation pioduct of noimal body protein or myeloma glob¬ 
ulin but is synthesized de novo horn the ammo acid pool It has an extremely 
short hfe within the body, and although the late of synthesis may leach prodigious 
heights (excretions of up to 30 gm pei day having been repoited), Bence Jones 
protein cannot be detected in the cii dilation, even elect! oplioieticallv, because of 

protein is highly specific foi mveloma In the spoiadic leports of 
BeLe Jones proteminia in othei diseases, eithei the diagnosis oi the accuracy of 
fhe tL has been open to question Contiariwise, Bence Jones pioteinmia occurs m 
evei^ patient with multiple mveloma, as shown by immunologic echnics 

C the inadequacv of the usual laboratory tests foi Bence Jones protein 

which have been found positive in only 10 to 50% of ^ 

and more accurate test foi Bence Jones piotem, ® and C A 

workers IS now employed m our laboratories-L M Sanchez, ‘ , 0^0 

Domz, M D , Renal Patteins m Myeloma, Annals of Internal Medicine, Janua , 
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Amphotericin B in Treatment of 
Disseminated Moniliasis 

Donald B Loiiria, M D , and Peter Dineen, M D , New York 


A mphotericin B is currently the most effec¬ 
tive antimicrobial available for treatment of 
deep seated mycotic infections ’ Numerous reports 
have appeared on tlie usefulness of the antibiotic m 
the therapy of patients with histoplasmosis," crypto- 
coccosis,'" blastomycosis,'* and coccidioidomycosis “ 
Amphotericm B has modified experimental mfec- 
tions due to Candida albicans,'' but its efficacy in 
the treatment of dissemmated candidiasis in man 
has not been determined 
Tliree patients witli well-documented mondial 
fungemia (bloodstream invasion) were treated with 
amphotericm B given intravenously Two of these 
patients responded dramatically and at the time 
of writmg lemain apparently cured The third pa¬ 
tient died with persistent mondial infection despite 
intensive therapy administered mtermittently over 
a 16-month period 

Case 1 —A 39-year-old woman was admitted to 
the obstetric service of New York Hospital on 
Nov 21, 1957, complammg of menorrhagia, lower 
abdommal pain, vagmal discharge, chills, and 
fever She had previously undergone abdommal 
operations, the last m 1945, m which uterine sus¬ 
pension and right ovariectomy were performed 
An intra-epitliehal carcmoma of the cervix was 
extirpated by cone biopsy on March 15, 1957 
Physical examination on admission revealed a 
well-developed, well-nourished woman m no acute 
distress Her heart rate was 90 beats per min¬ 
ute, blood pressure, 130/70 mm Hg, respirations, 
14 per minute, and lectal temperature, 37 8 C 
(100 0 F) Moderate left-lower-quadrant tender¬ 
ness was present A tender 4- to 5-cm left adnexal 
mass was felt on pelvic examination The uterus 
appeared normal 

Laboratory exammation rexmaled a hemoglobin 
t-oncentration of 14 Cm per cent The xx'hite-blood- 
cell count was 13,400 per cu mm witli a differen¬ 
tial count of 56 per cent mature polymorphonuclear 
cells, 11 per cent band forms, 27 per cent lympho- 
cjtes, and 6 per cent monocytes Urmalysis was 
normal 

From the Second (Cornell) Medical Division Bcllenie Hospital 
(^Ur Louna) and the Department of Surger> New Xorh Hospitil- 
comell Medical Center (Dr Dineen) 


Three patients ivitli disseminated mo- 
nihasis ivere treated ivitli intravenous in¬ 
jections of amphotericin B Tito ivere 
apparently cured They previously had 
disseminated moniliasis folloiving ab¬ 
dominal surgery Both patients had re 
ceived large doses of antimicrobial drugs 
and adrenal steroids prior to the onset of 
moniliasis In the first case the fungi had 
direct access to the blood stream through 
indiveBing intravenous polyetliylene cath¬ 
eters, the mode of entry in the second 
11 as not established A tliird patient ii ith 
rheumatic heart disease developed fatal 
monilial endocarditis after mitral com 
missurotomy, the infection apparently 
haling been introduced at the time of 
surgery Each of tlie three strains of the 
offending organism isolated from the 
blood stream iias inliibited bj a small 
concentration of amphotericin B in iitro 


Durmg laparotomy on Nov 24, 1957, a 2-cm 
nodule ivas removed from the right uterosacral 
ligament The histologically granulomatous nodule 
also contained a moderate amount of purulent 
material Chronic salpingitis xvas present on the 
left, and the left ovarj' appeared chronicaUy in¬ 
fected and cystic It was firmly adherent to the 
left ureter and tlie ureter had to be incised m 
order to dissect the mass free The mass, left 
salpmx, and uterus were removed A left ureteral 
and a Fole> bladder catheter were left in place 
The pabents postoperahve hospital course is 
summanzed m figure 1 She w'as given procaine 
penicillin, 400,000 units, and dihydrostreptomycin, 
0 5 Cm, twnce daih^ mtramuscularly and m addi- 
bon 1 Gm of tetracycline xvas administered mtra- 
x'enously each day Slx dax^s after operabon, the 
patient developed chills, fexer, vomibng, abdomi¬ 
nal pain, and exadence of small-bow el obstruebon 
On Dec 4 1957 laparotomv xvas performed, xvith 
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h’sis of extensive adhesions Aftei this she had a 
o\v-giade fevei to 38 2 C (100 7 F) rectally and 
again developed evidence of small-bowel obstruc¬ 
tion Dec 10, 195 1 , an indwelling polyethylene 
catheter w'as placed in the left cephalic vein to 
allow' adequate fluid leplacement Lapaiotomy was 
again peifoimed on Dec 14, 1957, at wdiich time 
additional adhesions causing intestinal obstruction 
w'eie Ivsed The patient w'as given 75 mg of 
hvdrocoitisone daily in an attempt to prevent fui- 
thei adhesions Five davs latei, on Dec 19, her 


jama. Sept 17 , iguo 

A diagnosis of pulmonary embolism was made and 
the patient wms placed on therapy wuth anticoami 
lants She continued to have fever to 39 C (102 F) 
rectally, tachycardia, and dyspnea 
A diagnosis of disseminated moniliasis appeared 
established Administration of steroids and anti 
biotics W'as stopped and the indwelling venous 
cathetei removed Over the next w'eek she had 
daily spiking fever to betw'een 39 and 40 C 
She then noted bluired vision m the left eye 
Scatteied exudates w'eie observed in both fundi 
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Fig 1 (case 
daj period 


1) —Course of illness Each temperature recoidmg lepresents maximum and minimum rentlings during t«8 


temperatuie lose to 40 C (104 F) Tachycardia 
(heart late of 120 beats per minute) w'as noted and 
the patient appealed acutely' ill Cultures from the 
Levine tube, Cantoi tube, bladder urine, left 
ureteial mine, stool, and the indwelling intravenous 
cathetei weie all positive for C albicans Tw'o 
blood cultures were £ilso positive, pour plates dem¬ 
onstrating 24 to 49 colonies pei ml Two days later 
the patient expenenced sudden dyspnea, and her 
lespiratory late increased to 50 pei minute No 
chest pain was present Examination of the lungs 
revealed consolidation at the right base posteriorly 


isociated with lineai and oval hemorrhages Physj 
il examination at this time revealed several fresl 
jtechiae on the buccal mucosa, a rough grades 
irtic systolic murmur and thnll, and a soft apica 
'stolic murmur The heart did not appear en 
iged on either physical examination or roeni 
jnographic study The spleen was not enlargec 

I percussion or palpation ^. 

Laboratory studies revealed a progressive 
I the hematocrit to 26 per cent and a rise m 
lute-blood-cell count to 25,000 per cii mm, 
differential count of 77 per cent mature poh 
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moqihonuclear cells, 11 per cent band forms, 10 
per cent Ivmpliocvtes and 2 per cent monocctes 
Tlie strain of C albicans isolated from the pa¬ 
tient’s blood was inhibited bv 0 06 meg per ml 
of amphotericin B in \'itro On Dec 28, 1957, 
amphotericin B was administered m a 5-mg test 
dose and \i'as uell tolerated The dose was rapidh 
increased to 50 mg per da\, idministered intra¬ 
venously in 500 cc of 5 per cent dextrose solution 
over a sivhoiir period through small pediatnc 
scalp-vein needles Amphotericin theiapy \i'as con¬ 
tinued for 31 davs, bv v Inch time the patient had 
received a total of 1 560 mg During treatment the 


catheters were removed without incident Fi\e 
blood cultures taken after discontinuation of 
imphotencm therapx' were ill sterile On Feb 13, 
1958, the patient appeared entirely well and w'as 
chscharged Her progress w'as closelv followed for 
21 months after hospitalization, and she has shown 
no recurrence of monihal infection md no evidence 
of cardiac or ophthalmologic residua 

Comment —This patient de\ eloped disseminated 
moniliasis after abdominal surgeiy At the time of 
the apparent onset of her infection, her therapx 
included e\tensi\’e administration of antimicrobials 
and adrenal glucocorticoids In iddition, the fungi 



Eig 2 (CISC 2) —Course of illness Entli let ocnlurc recording represents imsimum nnd n n imum readings dunng sesen 
da/ p^iiud 


blood lire I nitrogen lt\cl rose to 43 mg pci cent 
but then returned to normal despite continued 
administration of 50 mg d nlv 
Fundal hemorrhages and exudates, mouth pe- 
tecbiae, md heart murmurs all graduallv dis¬ 
appeared, and the piticnts \ision returned to 
normal The mtermittent low-gride temperature 
appeared to be correlated temperillv with admin¬ 
istration of amphotericin After termination of 
tberapx, her temperature became normal and re¬ 
mained so MOiite-blood-cell count md hematoent 
reading became normal The Folev and left ureter il 


h id direct access to the bloodstream through in- 
dw'elhng mtruenous polvethvlene citheters It is 
likelx' th It she h id icute monihal endocarditis in 
addition Clinic il cure md ipparent eradication 
of the fungus was achicsed ifter therapy with 
1,560 mg of imphotencm B idministered o\cr a 
one-month period 

C-xsE 2—A 26-\ear-old mm w<is idmittcd to 
New Aork Hospital on Feb 15, 1959, complaining 
of fatigue, weight loss nausea, xomiting, and 
diarrhea At the age of 3 sears, a diagnosis of 
regional enteritis was estibhshed and an ileoc-olos- 
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tomy peifoimed In the interim behveen that 
opeiation and the piesent Iiospitalization, tlic pa¬ 
tient had 20 subsequent opeiations foi fecal and 
enteiocohc fistulas 

Tlie last opeiation, peifoimed eiglit yeais piior 
to admission, was an ileosigmoidostomy He was 
hospitalized on seveial other occasions foi dehydia- 
tion, which mvaiiably lesponded lapidly to theiapy 
with intiavenous fluids and hydrocortisone Be¬ 
ginning one and one-Iialf years piioi to admission, 
he was treated mteimittently with adienal gluco¬ 
corticoids and did ivell on this legimen, having five 
to si\ semiformed stools dailv 

Phvsical examination on admission levealed a 
thin, chronicallv ill man Heart rate was 120 beats 
per minute, respirations, 16 per minute, blood 
pressuie, 120/90 mm Hg, and lectal temperature, 
37 2 C (99 0 F) The patient’s hospital course is 
summarized m figure 2 

Roentgenograms of the gastiomtestinal tiact re¬ 
vealed progiessive polypoid degeneiation of the 
distal ileum The patient experienced intermittent 
shaking chills and fever to 39 C On March 16, 
1959 the terminal ileum was resected and an 
ileosigmoidostomy performed Three days later the 
patient developed severe abdominal pain with evi¬ 
dence of peutonitis Laparotomy revealed a per¬ 
foration of the suture line, with localized abscess 
formation An ileostomy with plication of the per¬ 
foration was done One xveek latei he again de¬ 
veloped abdominal pain and evidence of peii- 
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JAMA, Sept 17, 


at which time he had temperature to 40 C L 
rectum and shaking chills Blood culture wasnecrn 
tive Cu ture of the abdominal wound, which htfl 
previously revealed non-hemolytic streptococci 
Esc/i coh, and Pseudomonas vyocijaneus, now grew’ 
hemolytic streptococci, Esch coh, and C albican 
Over a 10-day peiiod the temperature rehimed to 
noimal, and the course of the fevei was never 
cleailv established Administration of all anti 
microbials and steioids was discontinued on May 
31 On this day his tempeiature rose to 404 C 
(104 7 F) rectally, and thereafter he had one to 
two daily tempeiature spikes to a maximum of 
406 C (105 0 F) Eight blood cultures were positive 
for C albicans, pour plates showing 3 to 21 col 
onies per ml Urine cultuies also revealed small 
numbers of these organisms 
Laboratory studies revealed a hemoglobin con 
centration of 10 0 Gm per cent and a white-blood 
cell count of 8,300 per cu mm, with a differential 
count of 55 pel cent adult polymorphonuclear 
leukocytes, 24 per cent band forms, 10 per cent 
lymphocytes, 3 pei cent monocytes, 7 per cent 
eosinophils, and 1 per cent basophils The strain 
of Candida isolated from the blood was inhibited 
by 0 03 meg pei ml of amphotericin B in vitro 
Therapy with amphoteiicm B was initiated on 
June 21, 1959 An intravenous test dose of 1 mg 
was administered Tins was increased to 20 mg 
daily over the next foui days, and subsequently to 
40 mg pei day over a six-hour period througli 


tonitis At laparotomy, a new peifoiation of the 
suture line was found The day after opeiation he 
developed empyema on tire left When closed thora¬ 
cotomy was performed, a large amount of puiulent 
material was diained from the left thoiacic cavity, 
cultures of which grew Escheuchio coh, clostridia, 
and non-hemolvtic streptococci The patient had 
been treated with penicillin, 400,000 units twice 
daily, and streptomycin, 0 5 Gm twice a day, stait- 
mg at the time of the fiist opeiation When the 
empyema became apparent, treatment was changed 
to chloramphenicol, 3 Gm daily, and aqueous peni¬ 
cillin, 1,000,000 units every two hoius mtiamuscu- 
larly Administration of the cortisone, which he had 
been receiving since admission, was continued also 
Attempts to withdraw the steroid were associated 
with generalized worsening of his condition Coi- 
tisone dosage varied fiom 10 to 200 mg pei day 
An indwelling intravenous polvethylene cathetei 
was inserted 

Aftei drainage of the empyema, his tempeiature 
became normal Howevei, purulent diainage xvas 
noted from the nght-lower-quadrant ileostomy 
wound Injection of dye into the ileostomy revealed 
a connection between the ileostomy and the pen- 
toneal cavity, which ended in a loculated pouch 
The patient remamed afebrile until May 11, 1959, 


pediatric scalp-vein needles Treatment u'as con 
tinned for 33 days, by which time a total of 1,080 
mg of amphotericin B had been administered Tlie 
patient showed progressive improvement Tlie 
blood hemoglobm level lose to 12 5 Gm per cent 
Moderate localized phlebitis developed at tlie site 
ot intravenous amphoteiicm injections The blood 
urea-nitrogen level rose during therapy to 22 rog 
per cent, but values returned to normal when 
treatment was discontinued Five blood cultures, 
obtained after theiapy was stopped, were sterile 
The patient remained afebrile after amphotericin B 
treatment was discontinued, showed continued 
clinical improvement, and was discharged appar 
ently cuied on Aug 10, 1959 There was no en 
dence of recurrence of moniliasis during the sub 
sequent 10 months 

Comment -This patient developed disseminaieo 
moniliasis after abdominal surgery At the onset o 
the fungemia, therapy included both antimicrobials 
and adienal steroids It was not clear whether (W 
fungus gained access to the bloodstream throu^ 
the intestinal tract, the urinary tract, or directs 
through the intravenous catheters Tliere was n 

evidence of endocarditis 

Case 3 -A 36-year-old woman was first seen 
Aug 18, 1955, foi evaluation of rheumatic !icJ 
disease She was found to have mitial stenosis, a 
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in wew of increasing e\ertional dyspnea and 
edema, a mitral commissurotomy was performed 
on Apnl 22, 1957 An excellent valve fracture was 
achieved with the aid of the ungloved finger nail 
The patient’s course thereafter is summarized m 
figure 3 

Postoperatively she became febrile, with tem¬ 
peratures to 38 9 C (102 0 F) rectally, and also 
noted weakness, anorexia, myalgia, chillv feelmgs, 
and bilateral frontal headache Fever persisted for 
10 days despite the administration of penicillin and 
streptomycin She then became afebrile for seven 
days, after which fever recurred with single or 
double temperature spikes daily to 39 5 C (103 1 F) 


The patient had clear evidence of monihal endo¬ 
carditis, and it was suspected that the micro¬ 
organism had been introduced at the time of car¬ 
diac surgery 

Amphotericm B treatment started on May 30, 
1957, was contmued for 33 days A single blood 
culture drawn six days after the start of therapv 
was positive, but tliereafter all blood cultures were 
sterile The patient had fever and occasional 
vomiting during amphotericm infusions, which 
were given through 20- to 22-gauge needles over a 
4- to 8-hour penod A total of 880 mg was admm- 
istered, after whieh therapy was discontinued be¬ 
cause of extensive bilateral phlebitis at the site of 



Fig 3 (else 3) —Course of illness Eich temperature recording represents maximum and minimum readings dunng 10 da) 
period 


Physical examination levealed a heart rate of SO 
heats per minute, blood pressure, 110/70 mm Hg, 
and respirations, 14 per mmute A white lesion was 
seen m the left fundus, the nature of which was 
undetermined 

White-blood-cell count was 3,700 per cu mm, 
"ath a normal differential count Four blood cul¬ 
tures drawn over a 13-day period w'ere positive for 
a strain of C albicans, which w'as inhibited bv 
0 03 meg per ml of amphotericin B m vitro Killmg 
of 90 per cent of the inoculum was observed only 
when the concentration of amphotericm w'as in¬ 
creased to 10 meg per ml Complete knlling oc¬ 
curred at 1,000 meg per ml 


intravenous injections of the mtibiotic When dis¬ 
charged on Aug 1, 1957, the patient felt w eak but 
otherw'ise w’as chnicallv w'ell Hematocrit reading 
XX as 35 per cent at the time of discharge Erj'thro- 
cx'te sedimentation rate xxas 34 mm per hour 
(Wintrobe) Five blood cultures xxere sterile 
Txvo xveeks after discharge she had frontal head 
ache, aching of her arms and legs, rectal tempera¬ 
ture of 38 4 C (1011 F), nasal stuffiness, and 
anorexia On Aug 26 she ex-penenced tlie sudden 
onset of aphasia and nght hemiparesis Physical 
examination on admission rexealed a heart rate of 
80 beats per mmute, respu-ations, 20 per mmute, 
blood pressure, 9o/4o mm Hg, and a rectal tem- 
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peiature of 3S2 C (100 7 F) Heart murmurs had 
not changed No petechiae, embolic phenomena, or 
splenomegaly were noted ^Vhite-blood-cell count 
WcXS 6,600 pel cu mm , with a diffeiential count of 
66 per cent polymoipbonuclear, leukocytes, 10 per 
cent band forms, 23 per cent lymphocytes, and 
1 per cent moiioc)'tes Lumbar puncture revealed 
three lymphocytes, noimal sugar, and slightly in- 
ci eased protein 

Blood cultuies weie again positive for C albi¬ 
cans, and amphoteiicin B therapy was reinstituted 
In view of the pievious severe phlebitis, the anti¬ 
biotic was given o\'er a sn-hoiii peiiod tlirough 
pediatiic scalp-vem needles A total dose of 2 7 Gm 
of amphoteiicin was admimsteied over a 90-day 
period Peak blood levels ineasuied by a method 
desciibcd previously' langed from 10 to 24 meg 
per ml Shaking chills, vomiting, and fever to 40 C 
(104 F) were associated uatli the infusion intei- 
mittently The administration of antihistamines and 
antipjuetics appeared to dimmish the frequency 
and intensit)' of these side-ieactions No local 
phlebitis was observed Si\ days after amphoteiicin 
B therapy was started, splinter hemorrhages were 
noted under the nails, and palatal petecliiae ap¬ 
peared The thiee-month course was also com¬ 
plicated bv mteicuiient uiinar)'-tiact infections, 
staphylococcal buttock abscesses, and transient 
pancytopenia At the onset of pancytopenia, bone- 
man ow-aspiration studies leyealed depression of 
all elements Amphoteiicin was discontinued for 
three days, and, simultaneously, all othei possible 
bone-marrow depressants weie also discontinued 
Amphoteiicin theiapy was then reinstituted, with 
continued piogressive disappearance of the pan¬ 
cytopenia It was felt, therefoie, that the antibiotic 
was probably not responsible for the bone-maiiow 
depression 

The patient gradually improved during ampho¬ 
tericin tieatment Blood cultures drawm dm mg the 
nine weeks after teimination of theiapy were all 
sterile However, five blood cultures drawn rou- 
tmely over the next 10 days were positive foi 
C albicans m a concentiation of one to thiee 
colonies pei ml At this time the patient was 
afebrile and asymptomatic, although she con¬ 
tinued to demonstrate aphasia and right hemi- 
paresis Her hematocrit reading and white-blood- 
cell count weie normal The micro-organism isolated 
from her blood at this tune was inhibited by 0 06 
meg per ml of of amphotericin B There was then 
no evidence that the fungus had inci eased signifi¬ 
cantly in resistance to the antibiotic On Feb 25, 
1958, amphoteiicin was again administered She 
was treated mtermittently until her death A total 
dose of 4 26 Gm was admimsteied during this 
period, in doses of up to 60 mg per day Nausea, 
vomiting, chills, fever, and moderate azotemia pre¬ 
cluded increase of the dosage above this level She 


jama. Sept 17, I960 


was also given intravenous treatment with nvstahTi 
for one month, without improvement Despite the: 
apy her disease gradually progressed She devel 
oped multiple fundus hemorrhages, splenomeKalv 
and an extensive petechial rash Terminally gen 
erahzed seizures and hypotension appeared She 
died on Sept 10, 1958 Permission for autopsy was 
not granted 

Comment —This patient had rheumatic heart 
disease and developed candidiasis after mitral 
commissuiotomy It appears certam that she had 
monihal endocarditis, and it is quite likely that the 
micro-oigamsms weie introduced at the time of 
suigeiy Three courses of amphotericm B were 
administered, to a total dose of 7 84 Gm Blood 
levels achieved were fungistatic, not fungicidal 
The clmical course of her disease was modified 
temporarily by the first two trials of amphotericin, 
but it was clear tliat tlie infection was not eradi 
cated fiom its presumably deep-seated sites within 
the heart valves, and on each occasion relapse 
occurred shortly after teimmation of the antibiotic 
tieatment 

Comment 

Treatment with amphotericin B produced appar 
ent cure in two patients with disseminated candidia 
SIS One patient demonstrated manifestations 
suggestive of acute aoitic-valve endocarditis con 
comitant with the infection Intense and prolonged 
therapy in the thud patient modified the course of 
subacute momlial endocarditis hansiently but did 
not eradicate the micio-organism, and the patient 
eventually died of hei disease 

Each of the three strains of C albicans isolated 
fiom the blood stream of tliese patients was inhib 
ited by a small concentration of amphotericin B in 
vitro 

Although blood levels of amphotericin B ivere 
obtained only in the patient who died, studies on 
amphoteiicin blood levels in other patients with 
mycotic diseases ’ suggest that each of these three 
patients had generally similai blood levels and that 
m each fungistatic but not fungicidal concentra 
tions weie achieved Since the in vitro sensitivities 
of the fungus strains were similar, and since it is 
hkely blood amphotericm levels were also similar 
in these three patients, the success of tlie anti 
biohc in two cases and its failuie m one would 
seem i elated to the clinical conditions under winch 
it was used 

In the two successful cases there was no evi 
dence of pre-existmg cardiac disease In the tlnr 
patient with severe underlying valvular lieart clis 
ease, it seems likely that the micro-organism wa 
located within vegetations on the 
valve It has been repeatedly emphasized < 
under such conditions antimicrobials * 
micro-organisms rather than those winch only m 
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liibit growth are desirable ® Blood concentrations 
of amphotericin fungicidal for these strains of 
Candida cannot be achieved at the currently em¬ 
ployed dosage levels It is not surprising that ther¬ 
apy failed in this patient with rheumatic valvular 
stenosis and sujierimposed subacute monihal endo¬ 
carditis 

The patient who succumbed also received a tiial 
of intravenous therapy with nystatin This anti¬ 
microbial IS eflFective in gastrointestmal moniliasis 
when administered by the oral route Apparent 
cure of disseminated moniliasis has been reported 
after parenteral admmistiation of die antibiotic ” 
Although the micro-organism was susceptible to 
nystatin in vitro, no improvement was observed 
during its admimstrahon Nystatin has produced 
severe toxicity when administered by injection and 
it IS now no longei available for parenteral use 

In each of these three patients the fungus had 
duect access to the blood stream oi heart valves, 
either by the use of indwelling intravenous poly¬ 
ethylene catheteis or by surgery Two of the three 
patients weie also receiving extensive antimicrobial 
therapy and adrenal glucocorticoids The relation¬ 
ship of antimicrobial and steroid therapy to dis¬ 
seminated candidiasis appears well established bv 
clinical and exireiimental studies 

The possibility of disseminated moniliasis should 
be considered wdienever an apparent infectious 
process appears m any patient who is receiving 
intense antimiciobial therapy, especially if the pa¬ 
tient IS also being treated with adienal steroids oi 
has indwellmg intravenous catheters or needles 

The establishment of an early diagnosis by cul¬ 
tural techniques appears all the moie important, m 
view of the availabiht)' of amphoteiicin B, which 
may be expected to modify the course of the 
infection 

Addendum 

Since the pie^raiation of this manusciipt, Utz and 
Treger” summarized the results of treatment of 
five patients with disseminated moniliasis Treat¬ 
ment failed in three cases of endocarditis and one 
of meningitis One patient with fungemia and 
pyelonephritis lecovered No details of these cases 
were given 

First A\cnue 26th street (16) (Dr Loum) 

Permission to intlucle c rse 2 \s is kindlj fens eii hs Dr 
Tlicodore Oppcl 

Tile ampliotencin Bad nystatin used in tliese studies 
"ere supplied by Drs John Groel and Gasin Hildig-Smitli 
of the Stjuibb Pharm iceuhcal Compinj New Bninswick, 
N I 

This Work was supported bj grints from the Nitional 
Institutes of Allergs and Infectious Disease U S Public 
Health Sen ice, Betliesda, Md , Charles Pfizer and Compan> 
Inc, Brooklsoi N I , the Research ind Desclopment Divi¬ 
sion U S Arm>, and a trainmg grant from the National 
Institute of Allerg) and Infectious Diseases 
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Tumor-Simulating Deformities After 
Subtotal Gastreetomy 

A Study of tlte Problems of the Deformities of the Postoperative Stomach Prori.,r,J 
y Opeiative Distortions Winch Give the Appearance of Tumor Growths 

Loon Sosson, M D , New York City 


P ATIENTS \VHO have had subtotal gastiecto- 
mies in the past and who latei have vrav find¬ 
ings of filling defects and contour irregulaiities in 
the gastric remnant present disturbing problems 
Many of these abnormalities are surgicallv pro¬ 
duced deformities, but detailed roentgenographic 
studies frequently fail to make the difi^erential 
diagnosis between postoperative distoition and neo¬ 
plasm Gastioscopy is often of value in these cases, 
it permitted a diagnosis of tumoi-simulating de- 
foimitv to be made in three of the following four 
cases 

Report of Cases 

Case 1 —A 45-year-oId woman was admitted to 
the Diagnostic Clinic of Lebanon Hospital com¬ 
plaining of intermittent episodes of weakness and 
palpitations one-half hour after meals, occurring 
several times a month and relieved by lying down 
She had a history of a subtotal gastrectomy ten 
years previously, done because of a chionic duo¬ 
denal ulcer ^vlth pyloric stenosis 
Examination revealed a pale, chiomcallv lU- 
lookmg woman The tongue was ati opine and theie 
were fissures in the angles of the mouth The heait 
and lungs were normal The blood piessure was 
110/70 mm Hg The abdomen was soft and no 
masses were palpable, there was a healed abdom¬ 
inal seal There was no adenopathy The extiemi- 
ties were noimal Vaginal examination revealed 
Camhcla vaginitis The hemoglobin value was 8 3 
Cm %, the red blood cell count was 2,950,000 per 
cu mm, and the white blood cell count was 9,800 
per cu mm , xvitli a normal differential count The 
red cells showed anisocytosis, poikilocytosis, and 
cential achromia The sedimentation rate was 28 
mm per hour, and the urinalysis was noimal 
Gastrointestinal series showed evidence of a high 
subtotal gastiectomy with an oval filling defect 
on the lessei cuivature of the gastiic lemnant (Fig 
1) This was suggestive of a neoplasm, but a de¬ 
formity pioduced by hypertroplued rugae or post¬ 
operative distoition could not be ruled out 

Gastroscopy revealed the gastiic mucosa to be 
normal The gastiojejunal stoma was identified at 
the posteiioi wall and was of normal size and fiee 
of maiginal defoimities and gastritis On the lesser 

From the departments of medicine and gastroentcrolog> Lebanon 
Hospital and Momsama Cit> Hospital 


The differential diagnosis between a new 
or recurrent gastric neoplasm and an opera 
tively produced deformity in a stomach after 
subtotal gastrectomy is often difficult In 
three of the four cases presented, gastros 
copy visualized the areas of distortion and 
showed that they were due to plication de 
formities The latter caused heavy ridges or 
bulging folds which simulated tumor growths 
In the fourth case the differential diagnosis 
could not be made, and laparotomy had to 
be resorted to for diagnosis These difficulties 
could be avoided if, after subtotal gastrec¬ 
tomy, serial gastrointestinal roentgenograms 
were made routinely before the patient is 
discharged from the hospital or shortly there¬ 
after, for this would make x-ray records of 
surgically created distortions available for 
future comparison in each case 


curvature a large fold of the stomach wall covered 
with normal gastric mucosa was seen projecting 
into the lumen of the stomach The gastroscopic 
diagnosis was large fold of stomach wall on the 
lessei curvature caused by surgical plication 
The final diagnosis was (1) tumoi-simulating 
fold of gastiic wall due to operative deformity, (2) 
dumping syndrome, mild, (3) iron deficiency with 
erythiocyte maturation factor deficiency second 
ary to the high subtotal gastrectomy, (4) anbofla 
vinosis, and (5) Candida vaginitis 
Case 2 —A 26-year-old woman was admitted to 
Lebanon Hospital on June 27, 1958, with a four 
day histoiy of tmnitus and dizziness There was no 
history of gastrointestinal symptoms and no meleni 
Physical examination was normal except for marled 
pallor The hemoglobin value was 2 6 Gm t))? 
red blood cell count was 1,400,000 per cu mm 
and the white blood cell count was 8,500 per c« 
mm, with a normal differential Occult 
present in the stools Gastnc analysis J 
units of free and 100 units of total hydroclilnne 

HCid 11 

The gastrointestinal series revealed a large, "f 
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ircumscnbed mass adjacent to the great curvature 
.spect of the pars media, until a strong suggestion 
55 an ulceration witlun it (Fig 2) This was mter- 
ireted as a leiomyoma or leiomyosarcoma 
At laparotomy a 4- by 4-cm tumor was removed 
IV segmental resection The liver and regional 
ymph nodes appeared to be free from metastases 
lie pathological report was leiomvosarcoma The 
latient was discharged with a hemoglobm value of 
0 7 Gm % after having received several blood 
nnsfusions 

She was readmitted six months later on Dec 15, 
958, because of a suspicion of recurrence She had 
een having episodes of low-grade fever over a 
10 month period which climcallv appeared to be 



Fig 1 (case 1 )—Erect film shoning (arrow) banum 
S itcd mass arising from lesser curvature 

f' 


i^e to upper-respiratory infections However, two 
' strointestmal senes had been done, one was re- 
tirtcd as showmg recurrent neoplasm, whereas 
f *3 other was reported as showmg enlarged rugal 
Ids Phi'sical examination at this time revealed no 
^no^ahties Her hemoglobin value was 12 3 
f .11 0 A gastrointestinal series was done, and it re- 
aled a radiotranslucent defect extending ob- 
t i^ely across the stomach between the lesser and 
('^ter curvatures (Fig 3) Pliability and peristalsis 
f fe normal It was interpreted as a possible post- 
jf^rative artefact, but recurrence of the leiomyo- 
roma could not be ruled out 
J \ revealed a heaxy ndge of tissue 

. 'ered with normal gastric mucosa extending 
[ TOSS the anterior wall of the pars media betw'een 
^ esscr and greater cunxatures and continuing 
,1 ng the posterior u’all as u'ell The gastroscopic 


diagnosis was postoperative phcation deformity 
A gastric brush biopsy was done at the time of 
gastroscopy and it revealed no tumor cells 
Case 3 —A 33-year-old man was admitted to 
Momsania City Hospital on July 5, 1956, xxath a 
seven-year historj’^ of recurrent episodes of sexmre 
epigastric pain and one episode of hematemesis 



Fig 2 (case 2) —Lciomjosarcoma opposite aiigulus 


Phvsical exammation revealed no abnormalities 
Laboraton' tests were watbin normal limits except 
for the presence of occult blood m the stool Gas¬ 
trointestinal series showed a chronic duodenal ul¬ 
cer A subtotal gastrectomv was done, and the 
pathological report of tlie resected specimen was 
that of In-pertrophic gastritis and chronic duodenal 
ulcer 

Two months later, at the Out-Patient Depart- 


3 
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nient, a gastiointestinal senes was done and a fill¬ 
ing defect was found at the caidia (Fig 4) He was 
icadmitted, and on Sept 26, 1956, gastioscopy was 
peifoimcd The stoma of the gastroentei ostomy was 
identified and found to be patent and adequate in 
size The posteiioi lip of the stoma was puckeied 



Fur 3 (case 2) —Film taken six months postopeiatively, 
sho^^lng filling defect extending obliquely betxveen lesse. and 
greatei curvatures 

and hvperemic and was coated svith a purulent e\- 
udite^ On the lessei cuivature below the cardia a 
bulging mass of gastiic mucosa with 
hvpeitLhy was seen This protruded into the lu- 
mT of die stomach, forming a tumor-hke mas 

The gastioscopic diagnosis was (1) ^’^^J^TTuper- 
ing hypertrophic gasbitis at cardia and (2) super 

ad™«ed on 

Tiilv 3 1958 to Lebanon Hospital with the chief 

uZy of appendectomy e.ght ye- 

per cc Iran Urinalysis and blood cliemistry e er 
Lmations weie noiinal fxarama.ions of^Wols fa 

““itls M? rafTe liad aVepisode ofVu- 
“s“nd arerairtlie etiology of winch was ,0 be 
detei mined 


JAMA, Sept 17 , 

A gastrointestinal series was done and it showo] 
a subtotal gastrectomy with a well-functionin'- 
gastrojejunostomy A rather large, round filling de¬ 
fect was seen m the fundus of the stomach on sei 
eral of the films (Fig 5 and 6) It appeared tint 
diere was a niche containing barium m tlie center 
of this defect which was interpreted as an iileer 
cratei on the surface of a neoplasm It was strongh 
suggestive of a leiomyoma or a leiomyosarcoma 
with ulceration 

Gastroscopy revealed a mass rising from a broad 
base at the greater cmvatrue aspect of tlie fundus 
piotinding into the lumen of the stomach Itssnr 
face was smooth, and die color was the same as tk 
rest of the gastric mucosa However, it was not 
coveied by rugal folds but was lobulated andap 
peared to be an adenoma There were no ulccri 
tions and no necrotic aieas present The rest ofth 
gastric pouch appealed to be normal The gastro 
entei ostomv anastomosis was imperfectly seen 11 

P ■ 



3rr 





t 


* 

4 (case 3) -Filling defect (arrow) at cardia 
mnant 

■ssjon was benign neoplasm of the sH" 

paSr-s done, and a .nnionhl^( 
Lund Tn the fundus It 
by normal mucosa ® '7'%as obta>’ 
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ns mass represented a postoperative deformih' 
aused by the suture ridge The patient did not 
are to have further investigations carried out to 
etemiine the cause of hei anemia, and she was 
ischarged with a diagnosis of tumor-simulating 
ostoperative deformit)^ of the stomach 

Comment 

Laparotomy was avoided, m the fiist tliiee cases, 
ecause of the gastroscopio findings of tumor-sim- 
latmg deformities In the fourth case, laparotomy 
.'as probably unavoidable because of the lobulated 
ppearance of the mass in spite of the normal color 
f its mucosa 

These problems of differentiating between neo- 



Tig 0 (case 4) —Larcc fillaiK defect of fundus of gastric 
remnant 



Fig 6 (case 4) —Mucosal study outlining (arrows) mass 
in gastric remnant 


plasms and surgical deformities in the stomachs of 
patients who have undergone gastric operation arise 
frequently enough to be disturbing Roentgeno- 
graphic studies are often mconclusive Gastroscopv 
IS frequently of great value m establishing the diag¬ 
nosis, but it is believed that many of these prob¬ 
lems could be resoh'ed without resorting to endo¬ 
scopic studies if routine gastrointestinal series 
would be made on the postoperative patient prior 
to, or shortlv after, discharge from the hospitil 
This would make films with the various surgicallv 
cre«ated plications, bulging folds, and distortions 
a\ailable for future orientation and compinson 

Conclusions 

Postoperative deformities following subtotal gas- 
trectomv can simulate tumors Gastroscopv is \ il- 
uable m miking a differential diagnosis between 
tliese deformities and tumors Securing a gastroin- 
testmal senes in the immediate postoperative pen- 
od for future reference would a\oid most of these 
problems 

1475 Grin<] ConcouriL (52) 
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Safe Hypothermia 

A Repoil on the Use of External 
Ice-Ballis in Open Heait Snrgeiy 
on One Hundied Patients 

WxlUird J Zinn, M D , and Ernest H Warnocl, M D, Los Angeles 


N O REVIE\A7 of the past 10 years’ liteiature on 
hypothermia can help but leave the reader 
confused on almost any aspect of the physiology of 
the human body at low tempeiatmes Most of the 
points of present agreement were stated tivo cen¬ 
turies ago by Jolin Hunter He was awaie of species 
variation in response to cold The observations re¬ 
viewed here apply only to man (not the dog) and 
onl)' to the technics used and the tempeiature 
ranges employed The method is smiple, repio- 
ducible m its results, and capable of being done m 
anv hospital with a minimum of effoit 

Method 

At the Hospital of the Good Samaritan in Los 
Angeles, from 1955 to 1959, open-heart surgery has 
been performed on approvimatelv 180 patients, 
with use of hypothermia with cn dilatory occlusion 
up to 15 minutes The first 100 such piocedures 
done, including closed- as well as open-heart tech¬ 
nics, were reviewed 

The patient was usually piemedicated with 
meperidine (50 mg), scopolamine (1/200 giain 
[0 3 mg]), and a mild tranquihzing diug Barbitu¬ 
rates and clilorpromazine were avoided both in 
premedication and during anesthesia (see Com¬ 
ment) Electrocaidiographic-oscilloscopic monitoi- 
ing was stalled before the admmistiation of the 
anesthetic It should be noted that flat-plate elec- 
trocaidiogiaphic electrodes on alcohol-rubbed shin 
gave as good results throughout the whole thiee- to 
five-houi procedure as did needle electiodes 
Anesthesia was induced with a variety of agents, 
most commonly ethei and nitrous oxide and occa¬ 
sionally cyclopropane Succinylchohne (20 to 30 mg 
given intiavenously) was employed to ease intuba¬ 
tion Also 80 to 100 mg was given intiavenously 
to paralyze the diaphragm when ciiculatoiy oc¬ 
clusion was instituted A rectal theimocoupie was 
placed in contact with the mucosa of a feces- 
free ampulla The patient was transfeiied to a shal¬ 
low tub, containing finely crushed ice, ovei which 

From the Hospital of the Good Snmantan and the Good Hope Medi¬ 
cal roundafioii Los AnRoles 


The auffiors report on the first 100 of a 
series of patients who have undergone open 
heart surgery while in a state of hypo 
thermia induced by external ice-baths Cir¬ 
culatory occlusion was maintained as long as 
15 minutes at rectal temperatures of 26“ to 
28“ C by removing the carbon dioxide ab 
sorber from the respiratory circuit and allow¬ 
ing the COj to accumulate up to concentra¬ 
tions of 3 to 5% Above 28“ C ventricular 
fibrillation occurred 12 times in hypervenfi 
lated patients, below 28“ C , with added CO^, 
no fibrillation occurred Heart failure oc¬ 
curred in 3 of 65 patients who were digital¬ 
ized and in 2-4 of 35 patients who were not 
No complications occurred during induction 
of hypothermia or during the subsequent 
rewarming 


had been placed a single layer of sheet-bJankt 
After the arms and legs were abducted to permit 
maximum contact, a second layer of sheet-blankel 
was placed over the patient, who was then covered 
with a 1- to 2-in layei of ice from the neck doivn 
This was then soaked u'lth water to improie 
contact 

Within 30 minutes the temperature began to 
diop Aftei 45 minutes the rate of drop 
pioached 1° G eveiy 15 minutes, after 50 to EK* 
minutes, a lectal tempeiatuie of 31° to 33“ C 
reached The patient was now moved from ice to 
operating table By the time circulatory occusioi^ 
was needed the tempeiature had drifted to 
25 9° and 315° C In the latter part of f 

patients, carbon dioxide was permitted to bin ; -r 
by removal of the COj absorber from the circ ,, 
This was done below 32° C and only for ' 1 

periods to the point of evident increase re 
tory effort (see Comment) Rewarming req^^ ? 
five to eight houis and was not liastene 
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warm, the patient was covered with tlie usual 
hospital bed sheet and blanket and allowed to 
shiver Tlie thermocouple was removed when the 
temperature reached 37° C 

Results 

Tables 1 to 3 present the pertinent observations 


Table 1 —Disease and Mortality of Patients in Senes 



Total 


Lesion** 

\umber 

Died 

Atrlul ecptnl defect (AD ) 

48 

4 


(411 with 
high 
pressure 
in pul 
raonnr\ 
arterj ) 


A b D with transposed pulmonary veins 

0 

0 

Aortic steoori'* congenital 

2 

0 

Aortic stenosis acqulrefl 

12 

4 

Pulmonarj stenosis ^ahular 

9 

0 

Pulmonary stenosis Infundibular 

3 

1 

Pulmonary steno**!*: with A S D 

3 

0 

Tetralogy of Fallot 

3 

0 

A b D with tricuepid stenosis 

1 

0 

ASP with mitral stenosis 

1 

0 

3IItrfll and aortic stenosis 

3 

1 

Coarctation of aorta (grafts used) 

3 

0 

Coarctation with ductu** arteriosus 

1 

0 

Aortic Insufficiency (Hufnagel vnl\e) 

4 

1 

Patent ductus arteriosus 
(with bacterial endarteritis) 

1 

0 


Note that ventricular irritability and depression of 
the cardiac pacemaker were not related to the 
degree of hypothermia within the ranges of tem¬ 
perature used Indeed, the absence of any ven¬ 
tricular irritability between 26° and 28° C in this 
initial series has led us to try to reach mmimum 
temperatures below 28° C in succeeding patients 
We have encountered no fibrillation or ventricular 
tachycardia in what are now over 40 addibonal 
cases Early in these first 100 cases an artificial 
ventilator was occasionally used Depression of the 
sinus to a nodal rhythm accompanied by a drop in 
blood pressure appeared frequently With CO 2 
build up the smus rhythm and usual blood pres¬ 
sure were restored (see figure) After this experi¬ 
ence we were careful not to hyperventilate Later 
COi accumulation was deliberately induced as 
described above Since particulai attention has 
been paid to the avoidance of CO 2 wash-out, car¬ 
diac arrhythmias have been most infrequent When 

' Table 2 —Factors Predisposing to Ventricular Fibrillation 

Non 

Factor Flbrilliitors Flbrlllators 

liC'lon (tlio«e with complex defect**) 14 of 8S 7 of 12 

Slftolic pressHre (90 mm Hg 

or lielow prior to occlu‘'ion) of 02 7 of in 

Ipox rate during occlu'iion (oxerdi) 10 of »•> s of 10 

yt Mtnn 2ia "*'4 

I Rnn„e IS to to 24 to >_ 

, nii,ltali« omitted 30 of a of 12 

Temperature let cl C Mean 2 « 0 30 4 

Range 2.) 9 to ''1 i 2^ »to 31 

Miirion duration min Mean G 6 

Range 3 to 1 1 4 to F 

they were encountered, it was usually during pen- 
' in which there was surgical manipulation of the 
I No ventricular fibrillation occurred in tlie 

presence of increased CO 2 concentration 
^ The advantages of adequate digitalization of 
^ these adults prior to surgery were reflected in 


prevention of congestive heart failure and uncon¬ 
trolled ventricular response to a sudden rapid 
atnal pacemaker Ventricular fibrillation was nei¬ 
ther prevented nor encouraged 

Ventricular fibnllation occurred more often in 
older patients and m pabents with more complex 
lesions—conditions beyond our control Two con¬ 
trollable factors, however, were coronary artery fill¬ 
ing pressure and heart rate pnor to occlusion When 
preocclusion pressures were low and cardiac rate 
high, ventricular fibrillation occurred with distress¬ 
ing frequency If the heart rate conbnued high 
during occlusion, ventricular tachycardia, an idio¬ 
ventricular pacemaker, or fibrillation was almost 
certain to follow within hvo minutes after release 
of the occlusion By correctmg a low pressure with 
methoxamine, and slowmg the rate with large doses 
of neosbgmme (Prosbgmin), occlusion bmes of 15 
minutes at 26° to 27° C were well tolerated 


Table 3 -Digitalis and Hypothermia 



Digitalbed 

No 

Digltnll*! 

Difference 

Beyond 

Standard 


f 

" — V 


A__ 

» Error 


No 

% 

No 

C* 

JO 

Times 

Bradycardia 

29 

4o0 

7 

20 0 

0\er 2 ) 

Ventricular fibrillation 

7 

11 0 

G 

14 0 

Under 1 

Heart failure or rate over 130 
during or after surgery 

3 

f)0 

24 

cso 

Over 7 

Emergency digitalis during «urgory 

1 

1 7 

8 

230 

3 

Emergency digitalis after «urgery 

0 

0 

14 

40 0 

Approx! 

Denth« during surgery 

S 

7 0 

3 

8 1 

matclv (j 
Under 1 


Comment 

These results, from clinical observabons collected 
over four years, are in disagreement with many 
exqierimental and clinical studies published m re 
cent years ' ° Our most fortunate event was tlie 
decision to omit barbibirates Their use by others 
has resulted in many false concepbons about hypo¬ 
thermia Often tlie effects of the drug (unaltered by 
a cold and “torpid’ liver) have been mistaken for 
the effects of cold Inibally, our reason for avoiding 
barbiturates rested only on a therapeubc principle 
As we were using a ‘drug’—cold—ivith unk-nowm 
effects on the nervous system, we thought it best to 
use anesthetics that could be administered to or 
wifhchawn from the subject promptly This led to 
the exclusive use of gaseous agents An early re¬ 
ward for this decision was the observabon that a 
patient xvhose hj-pothermia exceeded our expecta¬ 
tions was breathing without assistance at 25 9° C 
A second suipnsing finding was that patients were 
able to answer questions rationally at 29° C during 
the rew arming period 

To avoid shivering and \et not add extra drugs 
to the pabent a second plane of surgical anesthesia 
was found to prevent a pilomotor reacbon As the 
electrocardiographic base line became grossly 
fuzz>” some mmutes pnor to actual xisible shiver¬ 
ing, dus vv as used as a means of checkung the level 
of anesthesia Blockung the shivering response with 
chlorpromazine or a conhnuous succinvlcholme 
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drip has two disadvantages First, the true level of 
anesthesia is difficult to determine Second, should 
cooling progress too rapidly the ability of shivering 
to check the temperature fall is lost Within the 
temperature ranges encountered the rate of fall 
was more important than the absolute level in 
producing bradycardia, ventricular escape, and 
Q-T prolongation A drop exceeding 1° C every 
15 minutes slowed the heart rate dangerously and 
was associated with the appearance of idioven¬ 
tricular rhythms on several occasions 
The earlv and continued avoidance of hyper¬ 
ventilation and alkalosis during hypothermia below 
32° C was based on the known eflFects of pH and 
COj and temperature on the affinity of hemoglobm 
for oxygen ' Oxwhemoglobin dissociates with diffi¬ 
culty in cold At 0 mm Hg COj pressure and 40 
mm Hg Oj piessure, hemoglobm is 96% saturated, 
at an alkaline pH it may be similarly saturated 
Therefore, it would appear that severe but un¬ 
recognized tissue livpoxia would result fiom hyper- 

COi WASHOUT ' i 


peratures of about 30° C for one or more davs' 
For this reason slow rewarmmg should pronde an 
added safety factor in preserving normal cerebral 
function after prolonged cardiac arrest 
The use of digitalis preoperatively m these pa 
tients has become almost a standard procedure 
The results above show the empirical reason 
Among possible basic reasons the effect of digitali 
on conducting tissue (prolongation of refractor 
period), and on myocardial muscle (shortening o 
refractory period) are the most likely to accotin 
for the observed advantages Digitalis m sufficicn 
doses may delay the appearance of the dangeron 
Q-T prolongation at low temperature lei'els, ivit 
the ever-present chance of an ectopic beat occui 
ring during the hyperirritable stage of the relatn 
refractory period with ensuing ventricular tachvca: 
dia h'Jore obviously, digitalis blockade of the A 
node permits a slowei and more efficient ventrici 
lar response to sudden supraventricular arrhstl 
mias Angelakos, Tories, and Diiscoll showed fh; 
five times the normal toxic dose of ouabain w 
required to pioduce comparable arrhythmias i 
20° C, so cold protects the heait to a degn 
against toxic doses of digitalis 
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Electrocardiognm of patient during hjpothermia Top, 
note slow nodal rate and, bottom, slo\>er nodal rate Also 
observe long S T segment suggesting hypocalcemia (Tern 
perature 28 4° C ) 


Summary and Conclusions 

Hypothermia to 26° C is a safe proceduie 0 
culator>’ occlusion foi 15 minutes m the aclu 
human at these temperatures is safe The dei'elo] 
ment of low CO 2 tensions and high pH levels! 
the blood at low tempeiatuies should be a\'oide{ 
A five- to eight-hour lewarming period with thi 
type of hypotheimia is desirable Digitalis is i 
useful preoperative diug foi patients in the adiil 
age group having heavt surgerx' 
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ventilation of hypotheiTmc patients Ceitamly by 
avoiding hypei ventilation and alkalosis below 
32° C we have been able to lower the limits of 
safe hypothermia to 26° C , while others have been 
raising their safe limits to above 30° C Between 
1955 and 1958 Lewis and Niazi conducted experi¬ 
mental and clinical studies which suppoit our 
conclusions ^ 

Rapid rewaiming was initially avoided as un- 
physiologic '\'\^e would ha^^e had to use external 
heat This would have increased the peripheral 
demand on a heait that was still cold and unable 
to meet the increased load of work Since a ready 
means for heating the heait first was not at hand, 
slow resumption of normal tempeiature was encour¬ 
aged As periods of ciiculatoiy occlusion increased, 
a second reason for slow rewaiming appeared We 
do not know the exact limits of occlusion at any 
given« temperature below 29° C with respect to 
appearance of cerebral injury We do kmow that 
the coma produced by eight minutes of circulatory 
irrest at 37° C can be reversed by inducing tem- 


The team developing the abo\e technics included 
Bert Meyer, John Jones (thoracic surgeons), Piene Deb 
ter, and Shelton Webb (niesthcsiologists) 
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SPECIAL CONTRIBUTION 


Trustees’ Responsibility for the Quality 

of Medical Care 

Harry R Stephenson Jr, Greenville, S C 


T he subject of "Trustees’ Responsibility for 
the Quality of Medical Care” is one which, dur- 
> ing my six-year tenure on the Board of Trustees of 
~ Greenville General Hospital, gave me great con- 
i cem It gave me concern, because I did not under- 
fc stand the problem in geneial and in particular, 
nwhat the trustee should do to insure this great 
responsibility 

There was plenty else to do as a trustee to keep 
my mmd off of this problem, or perhaps to pro- 
rcrastuiate it We have an excellent professional staff 
.m Greenville, and, frankly, no chickens ever came 
ito roost to bnng us face to face with tlie problem 
IWe assumed that the problem was taking care of 
ritself, and, as far as I know it did 
r However, m the last year of my term as trustee, 
-1 represented our board, in an advisory capacity, on 
a committee from the staff which was to revise the 
Constituhon, the Bylaws and the Rules and Regu¬ 
lations of the Staff The final documents would have 
to be approved by our board, as well as by the staff, 
^and my services on this committee would give me 
f, intimate knowledge of the documents and thus help 
the board to evaluate them better before approval 
Practically a year s work by several of the most 
conscientious and determined staff members brought 
' up problem after problem in the area of our topic, 
,(and m ever)' mstance they appreciated our respon- 
sibiht)' and their position Finally, the work was 
'completed and adopted bv botli staff and board 
. The experience was dehghtful It was also enlight- 

My remarks here are based entirely on the experi- 
' ence I gained while servmg as a trustee Our medi- 
' cal staff and our administrative staff were totallv 
,cooperative in bringing each problem into perspec- 
(i t" e and then in working out a solution If what 
1 have to say is m any way helpful, or even 
^provocative to you, I shall be grateful 

Pitilmonl Area Hospital Council Mas 1" 1960 

I SPattanhiirir S C 


Changes in Operation of Hospitals 

In the begmning, I would like to direct my com¬ 
ments to some of the evolutionary changes in the 
operation of hospitals that have taken place over 
the years to better bring into focus the full respon¬ 
sibility of the present-day trustee With this as a 
backdrop, I will then comment on the assigned 
topic 

Over a period of years, the operation of hospitals 
has changed in many vv'ays Without attemphng to 
delmeate these changes m all their details, there are 
some that stand out so prominently that they almost 
insist on recognition and, m the light of the topic, 
must be mentioned If they are not mentioned and 
recognized, we will have little or no perspective 
upon which to base this discussion 

The areas m which the changes have taken place 
may be generally categorized as follows sociologi¬ 
cal, economic, educational, legal, scientific, political, 
and philanthropic There necessanly are overlaps 
in these categories but within each is a major area 
of change 

Sociological —Hospitals, in their origin, were 
purely a sociological expression of man’s concern 
for Ills fellow man They were established for those 
individuals who could not afford the services of a 
private physician and who had no familv or house 
in which thev' could be cared for m times of extreme 
illness, when approaching death, or in case of a 
communicable disease 

Today, hospitals are still emblematic of the con¬ 
science of the communit)' and as such still concern 
themselves w ith the indigent, but their concern has 
been expanded to embrace the entire communitx in 
all its health needs Thus, wlule the sociological 
base still exists, it exists m an entirelv different 
environment and for an entire population group 
rather than for a narrow segment of the communit)' 
The implicabons of this change are obvaouslv of 
great importanc-e to all of us in the hospital field 

Economic—\ bv-product of the change in the 
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scope of oui ctideavois is tlic change in the financ- 
ing of oui seivices' As the hospital s sei vices were 
incieasingly utilized bv all the people in Hie com- 
numitv, as the hospital s lange of ser\ices increased, 
and as inoie and inoie specialized peisonnel weie 
needed to staff these scnaces the hosjutals had to 
adopt Inisiness-oricntcd policies and procedures in 
order to iccover the monei the\ were foiced to 
expend to piovide these sers'ices This, to a large 
degiee, changed the outwaid chaiacteiistics of the 
hospital to one resembling a faiilv large economic 
cnteipiise oi huge business opeiation 
To assuie that these now necessaiv hospital seiv- 
ices be paid foi on some planned basis. Blue Cioss 
was cieatcd m the 1930 s and commeicial insmance 
piogiams follow'ed in the J940’s These innovations 
m pa\'ing foi health and hospital sei vices have been 
a mixed blessing On the one hand thev have given 
help in the financing pioblems of hospital services 
and caie On the othei hand thev has'e been a kind 
of Frankenstein’s monstei ci eating moie and more 
demands on hospitals and for hospitals They have 
m some instances created abuse and misuse of hos¬ 
pital facilities and have bi ought tiemendous finan¬ 
cial 25roblcms to hospitals w ith regard to both oper¬ 
ations and c<ipital needs Inadequate coverage has 
caused huge amounts of uncollectible fees Overuse 
has created demands foi moie beds and moie hos¬ 
pitals not commensiiiate with actual illness but 
w'lthin the context of the philosophv that medical 
and hospital caie is a right and not a piivilege 

Educational —As moie piofessional and teclinical 
peisonnel aie needed to staff the new' and the en- 
laiged and exqianded sen ices offeied bv hospitals, 
larger and moie numerous educ.itional programs 
aie necessaiv Thus, manv hospitals have had to 
accept responsibilits' foi financing the education of 
these technical and piofessional peisonnel It is 
axiomatic that one cannot leain to caie foi the sick 
outside the context of the institutions w'heie the ill 
aie congiegated Unlike business and industry, 
w'hose skilled, technical, and piofessional peisonnel 
can be trained in schools, colleges, and umveisities, 
hospitals have had to do the job alone And, unfor¬ 
tunately, many people have had the eironeous idea 
that the students’ services have paid the cost of 
then education This is not so, but tiadition is diffi¬ 
cult to oveicome Theiefoie, those in the hospital 
field have a long and haid stiuggle to oiient the 
public to the fact that education is the lesponsibility 
fiist of the individual to pay foi what he leceives, 
and, second, for the goveininent to assist its com¬ 
munities m seeing that then educational needs aie 

I am suie that the gieatest impact on tlie hospital 
has been due to an inci eased know'ledge of the 
human body and of methods to diagnose and heat 
its many and vaiied illnesses Whethei in the young 
or old w'betber surgical oi medical, hemendous 
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advances have been made, and all have had tiieir 
impact on the number, kmd, and scope of semces 
necessary in the hospital Univei sally the result lias 
been to mcrease the number of employees needed 
the leyel of knowledge necessary to care for those 
wlio are ill, the equipment and building necessar\’ 
to house the patients and the services, and, m net, 
to increase the cost of operating the hospital 

Legal -In a legal sense, the greatest change has 
been the trend toward removing the cloak of pro 
tection fiom hospitals for tort liability In spite oi 
the eleemosynary nature of their hospitals, the 
courts of some states have upped aside this ini 
munity from suit on the basis that hospitals should 
be held legally responsible foi then acts like anj 
other pun'evor of services to individuals w'ho oper 
ates commeicially for profit This, too, has created 
additional cost 

Po/iticfl/—Politically, the hospitals are in a nr 
man’s land Because of then basic sociological pur 
laose, they care for all peisons regardless of then 
income Those who can pay, do Those w'ho cannol 
pay still receive the sei vices Hence, the hospital; 
aie left m the position of having rendered service; 
for w'hich they have had actual out-of-pocket e\ 
penses but have no means to recover these out of 
pocket costs It is the hospitals’ contention that the 
indigent aie, at the veiy least, the moral lesponsi 
bility of the local government Local goveniments. 
more often than not, have either discounted oi 
disclaimed this responsibility, and hospitals aie lefi 
literally holding the bag 
This w'ould make a fine topic foi theoretical dis 
ciission if it w'ere not foi a very real situation and 
threat that w'e all dislike Histoiy gives us ever}' 
indication that, when a service w'hich is considered 
a “right” of a citizen is not provided for by the local 
political machinery, a higher level of machineri' 
steps m In oui case, it is the federal government 
This IS not them etical In South Carolina last 
year, a bill w'as passed providing federal funds on 
a two-to-one matching basis w'lth local funds for tlie 
care of Department of Public Welfare (DPW) cases 
Put simply, this use of federal money (and I use 
woids “fecleial money” advisedly) became neces 
sary because local government ignored the need fn 
leimbuise hospitals for services considered by the 
federal goveininent as so essential to the individua 
that it had to step m Incidentally, the answer is not 
to refuse the assistance of the federal governmenj 
on principle but to see that hospitals are reimbursed 
from local funds 

Phtlanfhwpic-The final aspect of the backdrop 
01 curtain against which you work is the change i 
the nature'of trusteeship At one time, the phi a" 
thiopicallv inclined wealthy businessman or in^ 
tnalist or his wife, or botli made up the main b dj 
ofbustees This may shll be so But 
and modus opeiandi have changed 



Vol 174, No 3 


TRUSTEES RESPONSIBILITY-STEPHENSON 


239 


funds were donated to hospitals with which they 
earned out their sociological purpose Today it is 
for his business background, general knowledge, 
and leadership that the trustee is selected, and it is 
through his advice based on these qualities that he 
makes his contnbution 

Current Status of Trusteeship 

No longer are good intentions and emotional m- 
volvement in the needs of the poor the criteria for 
board membership The hospital must sunnve today 
because it is a well-run, well-managed mstitution 
which affords to the citizens of the community a 
safe environment m which medical care may be 
provided by competent qualified physicians 
One statement contams all the ingredients de¬ 
manded of a board member First, that the hospital 
be well managed, second, that the hospital provide 
a safe environment for care to be rendered to the 
public, and, third, that this safety be also related to 
the quality of medical practice provided therein 
Almost \vithout exception, each board of trustees 
has its responsibilities spelled out either by local or 
state law, by act of mcorporation, or m its bvlaws 
While there may be individual differences m mdi- 
sidual hospitals, tlie responsibilities can be cate¬ 
gorized 

Categories of Responsibility —In the first place, 
the board is concerned not only with the operation 
of the hospital today, but also with its future It is 
concerned with its purpose That is, whether it will 
limit itself to the care of the acutely ill, of the 
chronically ill, of those in need of nursing care, of 
those in need of rehabilitation, or perhaps of all of 
these In any event, both the future and the present 
must be planned The purpose of the hospital must 
be decided upon both for today and for tlie future 
The second category is financial The board s re¬ 
sponsibility here is threefold First, to approve 
spending plans for the immediate year’s operations, 
second, to mvest or put to some similar use any 
money not needed m the day-to-day operation, and 
thu-d, the board must concern itself v’lth the future 
problems of financing both hospital care and the 
hospitals capital building needs 
The third category of the board s responsibility is 
that they be assured of adequate supplies, physical 
facilities, equipment, and personnel for current 
operation of tire hospital 

Tlie fourth categorj' is to assure themselves and 
the community that there will be an adequate num¬ 
ber of qualified technical and professional person¬ 
nel to staff the hospital and meet its needs m the 
>ears to come 

The fifth category is to work to inspire pubhc 
confidence m the hospital and to see tliat tlie nature 
of its work and its needs are understood by the 
community, the community leaders, and the local 
goiemment 


Finally, the sixth category^ of the board’s respon- 
sibihty IS for the adequacy and quality of medical 
care rendered in the hospital 

Implementation of Responsibility —You may ask 
how you, as mdividuals awth full-time responsibih- 
hes elsewhere, can do all these things in the short 
hme you have to allocate to your job as trustees 
The answer is to be found in three words delega¬ 
tion, coordination, and control 

By delegation is meant empowering and entrust- 
mg specific phases of your responsibilities to an¬ 
other person or persons Bv coordination is meant 
the harmonious adjustment of the results of the 
activities of those to whom you have entrusted these 
responsibilities By control is meant the establish¬ 
ment of standards in all areas of the hospital’s 
operation and then checkmg actual results against 
these standards and evaluatmg the reasons for any 
deviations 

In considermg the total job of tlie trustee, one in 
which the trustee is responsible for evetythmg that 
transpires withm the hospital, I have been struck 
by the fact that it can be subdivided into three 
categories The first comprises tliose areas of the 
operabon which can be delegated to admimsbabon, 
the second, those facets of the total job which can 
be delegated to the medical staff, and the third, 
those aspects of the job which you yourselves must 
retam and which you cannot, if you are to mamtain 
your trust, delegate or entrust to any other indi¬ 
vidual or group of individuals 

To the first two groups you may delegate But to 
them you cannot—you must not abdicate You must 
make sure that the administration of the hospital is 
efficient You must be assured that medical care is 
of the best quality possible and that it meets rec¬ 
ognized standards 

Inasmuch as our discussion relates to the trustee’s 
responsibility for the quality of medical care, I will 
briefly mention those phases of the operabon which 
may be enbusted—delegated—to adminisbabon and 
those which must be retained by the board 

Delegabon of and Control Over Responsibility 
for Operabon of Hospital 

General Purpose and Management—First, the 
board must decide on the hospitals purpose That 
IS, the kund and type of pabents it will serve For 
example, will you limit your serxnces to acutelv ill 
or will vou care for pabents requiring only nursmg 
care, or for pabents with long-term chronic disease, 
etc ? Will you accept the indigent^ \Vill you accept 
colored patients^ Will vou accept psxchiatric pa- 
bents^ The board should make these decisions, as 
they will affect everything else the hospital does It 
affects capital e\-penditures, the structure of the 
physical facilities, the h-pe of organization, and the 
land of financmg necessarj and even the source of 
the funds needed for operabon 
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Second, the board member must^i»cept personal 
1 esponsibihty for investment of wiy funds not used 
m day-to-day opciations Tins is a fact which can¬ 
not be delegated Of couise, the bookkeeping rela¬ 
tive to the placement of funds may be done by the 
hospital’s business office, but the decisions as to the 
investments must be made by the board 

To adnnnistr«ition mav be delegated planning, 
budgeting, operational finances, education, opei- 
ation of the institution relatis'e to supplies, upkeep 
of pliysical facilities, equipment, and, finallj^ per¬ 
sonnel Certain phases of public relations, such as 
release of information and representation of the 
hospital to community groups may also be dele¬ 
gated However, some phases of public relations 
can be handled only by the board 

Let me point out here that, svhen authoiity and 
responsibility are delegated, a control mechanism 
must remam m the hands of the person oi persons 
who do the delegating The controls over adminis¬ 
tration are relatively easy They, arc as follow's 

1 Planning Lcgw'ork for planning is delegated, 
and plans are presented m wanting In time, the 
planning can be evaluated m the light of actual 
conditions, and the effectiveness of the planning 
can be measured 

2 Budgeting Budgeting is delegated to the ad¬ 
ministration Forecasts can be measured against 
actual costs Again, the board has a measure of 
effectiveness m this area 

3 Operation Opciational activities can be re¬ 
duced to waiting and goals and objectives estab¬ 
lished and approved This is a delegation by the 
board to the administrator The lesults can be 
measured, and the effectiveness of the opciation 
evaluated 

4 Community and Govcinmental Relations The 
development of employee lelations, patient rela¬ 
tions, and public information can be delegated 
Morale, patients’ reactions, and community knowl¬ 
edge and support can be mcasuied The opciational 
effectiveness here can be measuied and evaluated 

5 Educational Progiams Responsibility for edu¬ 
cational progiams can be delegated The numbci of 
students and the success oi failuic of the students 
in taking registiy csains can be ev'aluatcd The 
accreditation or lack thereof is a known item There¬ 
fore, the board can delegate the responsibility foi 
adequacy of number and quality of peisonnel foi 
the future and have a measure of cffcctis'eness in 
this area 

In the final analysis, the board can delegate, they 
can measure the results of tlie delegation of respon¬ 
sibilities and authority, and, as a final measuie of 
control, they can dismiss the admmistiatoi if the 
operation does not satisfy the standards 

Quality of Medical Cate-A moie difficult area 
for the board in its exercise of responsibility is in 
the realm of medical affairs At first glance, this 
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may seem to be an impractical area for the hoard 
to concern itself w'lth However, this is not the case 
n fact, it might well Be the most important and 
challenging aspect of the trustees’ job 

Most of our hospitals were built by and for the 
people of the community Inasmuch as the people 
of the community are providmg the financing for 
the hospital's present and future operations, and 
inasmuch as you have the responsibility for the 
quality of all services, tlie final facet of that oper 
ation, and it’s most important, that of services by 
the doctor to the patient, must also come under 
your surveillance if you are to carry out your trust 
fully 

It IS my opmion that the trustee cannot provide 
and be responsible for everything up to but not 
including the provision of medical care As trustees 
you cannot forget or overlook the fact that the 
trustee is legally, morally, and totally responsible 
for the whole and complete operation of the hos 
pital and for the quality of all the services to all the 
patients His responsibility must include medical 
care, because in the final analysis it is for that 
purpose that the patient enters the hospital To 
assure the community that the board is doing its 
job they must provide for full and complete control 
of all that occurs in the hospital 
By this IS not meant that the board wull tell the 
doctois how' to do then job Just as there is a 
woikable method of delegating, and yet controlling, 
the administrative operation of the hospital, so 
theie IS a workable method of delegating, and yet 
controlling, the quality of medical care as the final 
facet of trusteeship Just as w'lth the operation of 
the hospital, this method wull allow' for "contror 
but will not necessitate “interference ” 

Role of Medical Staff m Quality of Medical Care 
Staff Documents 

Inasmuch as the board cannot abdicate their 
tiust but can delegate certain tasks, the board maj 
giant to the staff the privilege of establishing ih 
ow'n bylaws, rules, and regulations To become 
effective, these must have the approval of the board 
This basically is the boaid’s basic method of control 
of medical care rendered in tlie hospital It is their 
first guarantee that their trusteeship is being car 
ried out effectively and satisfactorily , 

To fulfill their trusteeship, the board should 
esaluate the basic document of the oiganized staB 
of the hospital in the follow'ing areas (1) statement 
of purpose for the organization, (2) qualifications 
for membership, (3) provisions for review of » 
clinical work by the staff itself, (4) provisions to 
consultation requirements for specific types ot 
surgery and for special categories of patients, 

(5) provisions for attendance requirements at mee 

mgs, (6) provisions for adequacy of medical 
Olds, (7) provisions for granting of privileges t 
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doctors commensurate with their background, tram- 
ing, and experience, (8) provisions for the care of 
those rvith no income or with small income, (9) pro¬ 
visions for committees to be concerned with the 
over-all professional activities of the doctors in the 
hospital, (10) provisions for annual appointment by 
the board of trustees, and (11) provisions for reports 
to the board relative to the quantity and quality of 
work performed Let me discuss these one at a 
time 

Statement of Purpose for the Organization — 
There can only be four reasons for the existence of 
the staff as an organized entity First, to provide m 
an organized and logical manner for the care of all 
patients referred to the hospital, second, to provide 
a means by which problems of a medical-admmis- 
trative nature can be discussed with the board and 
administration, third, to govern and administer their 
own body, and, fourth, to provide a faculty to teach 
interns, residents, and others if the hospital has an 
educational program This statement should be 
reviewed by the board and considered seriously 

Qualifications for Membership —Remembermg 
that the use of hospital facilities m almost all hos¬ 
pitals IS a privilege and not a right, particular care 
should be exercised in evaluating the staff consitu- 
tion and bylaws m this matter There are mnumer- 
able cases on record in which the courts have stated 
over and over tliat, masmuch as the trustees are 
responsible for that which transpires m the hospital, 
it IS their duty and obligation to exercise care m 
affordmg pnvileges to physicians and surgeons for 
the use of their facihbes I use the words “their 
facilities” advisedly Title, ownership, and respon¬ 
sibility reside m the trustees Theirs is power which 
must be exercised carefully They may delegate to 
the staff the actual criteria for evaluating an apph- 
cant for priyileges But their guarantee of quality of 
medical care lies partially m the quahty and quali¬ 
fications of the applicant for privileges Care should 
be exercised to see that well qualified doctors are 
not denied the opportunity to care for patients in 
your hospital This is your responsibility, and it can 
be provided for m this basic staff constitution and 
bylaws 

Provision for Review of All Clinical Work by the 
Staff Itself —Here again, if the basic document does 
not provide for a review of all deaths, complica¬ 
tions, mfections, and serious cases, the board is 
allowing a basic method of guaranteemg quahty 
care to slip through their fingers I would compare 
this to a management group s review of the acbvi- 
ties of a company for which they are responsible 
The balance sheet is important It tells the health 
nnd vitality of a company Clinical reviews are im¬ 
portant They give each doctor the chance to learn 
from his own and others’ experiences in this most 
'ntal concern of ours, tlie life, health, and well¬ 
being of the patients 


Consultations —If the board is really to guarantee 
a safe environment, safe practices, and take seri¬ 
ously its concern for the welfare of the patient, they 
will see to it that there are consultation requme- 
ments for specific types of surgery and for specific 
categories of patients None of us wants unnec¬ 
essary surgery performed m our hospital None 
of us wants to feel that he is not affordmg each 
person the utmost m safety when he enters our 
hospital 

Attendance Requirements at Meetings—A review 
and analysis of the work done m the hospital means 
little if the doctors are not present Requirements 
that are reasonable should be included m the staff 
bylaws 

Adequacy of Records—Books have been written 
about medical records SuflSce it to say, m a sense, 
that they are the patient LegaUy, doctors have 
stood or have fallen m courts on the basis of the 
contents of the records Knowledge and education 
are founded m the contents of the records Evalu¬ 
ation and quahty of care are reflected m the medi¬ 
cal record Make sure that the staff’s constitution 
and bylaws define fully the requirements for com¬ 
pletion of a medical record Make sure that such a 
record is required to be completed and that pro¬ 
visions are made to ensure a review of the records 
for quahty and quantity of entnes This is a pure 
reflection of the quahty of care and, as such, if it is 
in the staff conshtution, you have contributed to die 
quahty of care m your hospital 

Privileges—Once a physician has been allowed 
the privilege of carmg for patients m your hospital, 
the staff’s constitution and bylaws should provide 
a mechanism by which special privileges may be 
given to him These special privileges usually repre¬ 
sent permission to operate m the hospital’s operat¬ 
ing rooms or to use special procedures m the 
dehvery rooms Doctors with adequate training, 
education, background, and experience may be 
granted these privileges, but these requirements 
should be spelled out m the basic document In¬ 
cluded IS the responsibility to see that a person 
with proper trammg, background, and experi¬ 
ence IS not denied pnvileges This can happen, 
and, when it does, it is to the detriment of 
quahty 

Care of the Indigent—Hospitals were founded 
generally for the care of the indigent Pnvate pa¬ 
tients were cared for m them owm homes Doctors 
agreed to provide services to the sick poor m tlie 
hospital on a voluntarx' basis There is at least one 
hospital m which the doctors charge the hospital a 
fee for canng for indigent pabents xvho come to the 
emergenev room and the clmic seekung care \A^hile 
this mav not be wrong per se, it is a violahon of 
the tradibon of tlie medical profession relabve to 
tlie care of the sick poor The basic document 
either should, or should not, prowde for this on the 
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basis of the puipose of the liospital But m eithei 

conscious decision And it 
sliould be spelled out in the constitution and bv- 
Jaivs. , 

Comnii/fces —The medical staff in most hospitals 
es’aluate their woik through two oigani^ational 
mechanisms The first is thiough the clinical di¬ 
visions of medicine, surgery, pediatrics, and ob¬ 
stetrics In this kind of review tlie deaths, the 
tomphcalions, the infections, and the sciious cases 
are revieu'cd 

The second mechanism is through committees 
The chart committee” has been mentioned The 
“tissue committee” is another Then thcie aie othei 
essential committees, such as the “cicdentials com¬ 
mittee,’ the 'joint conference committee,” the “exec¬ 
utive committee,” and perhaps a “committee on 
abortions and sterili/ations ’ Those mentioned are 
most necessary and desirable, and, if the board is 
concerned with guaranteeing a high quality of 
patient care and medical care, it should review the 
staff’s constitution and bsdaw's to see that these 
committees are present 

Annual Appomimenis—The staff constitution 
should make provision for annual appointment by 
the board It is through this mechanism that a per¬ 
son who has been delinquent m meeting the stand¬ 
ards established bv the staff can be most properly 
handled Tlie staff themselves should evaluate and 
make the recommendations If they have a basic 
document sviuch is reasonable and pros'ides usual 
and acceptable standards, this is the method of 
choice in handling delinquents 

Repotts to the Board —It may be that, at the 
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staff They mav receive quantitative and qualitatn,. 
^c^orts from the hospital’s medical recordstpS? 

Finallv, the board may use the reports from tht 
Joint Commission on Accreditation of Hospitals a' 
the basis for control In this-area, there may bt 
problems The key to this is the boaid’s policy II 
the board says it is their policy to key the operatior 
or the hospital to the standards necessarj' to receivt 
and maintain an accredited status, the medica 
staff must conform If they do not desire to con 
form, they must either convince the board to loitci 
or other\wse to change the standards of medics 
caie established for the hospital, oi they sJmh 
resign 

Actually, an acciedited hospital is an outwan 
and obvious sign to the community that propci 
safeguards and standards have been established t( 
meet minimum national criteria of competence 
This IS a safeguaid to tlie patient and to tin 
ti ustee 

In this area of the board’s resjionsibihty it i; 
neccssaiy to diffeientiate between “control” aiic 
“interference” The board can establish “controls’ 
through the use of “standards ” In neithei case car 
they be accused of either “mterfeience” oi “domiHii 
tion ” They aie merely delegating to the staff tlic 
job of caring for the patient, of meeting certain 
staudaids in his care and, thus, giving to the patient 
the safeguards and piotection he needs while rc 
siding in the facilities owned and opeiateci by the 
board 

Summary and Conclusions 


moment, you feel slightly gorged with all tins 
advice Let me bring it into perspective We are 
concerned with the board’s responsibilih'^ foi the 
quality of medical care in tlie liospital 
The board provides the facilities, peisonnel, 
equipment, and supplies to operate the hospital 
They ask the medical staff to organize themselves 
in such a way as to assist the board in assuimg the 
community that they will be cared for adequately 
and safely m the hospital The staff offers to the 
board a basic document wutliin the terms of which 
they are willing to operate and to caie foi the 
patients who are m the hospital The board evalu¬ 
ates the document in the clcAnn key areas men¬ 
tioned above, and, if these are all acceptable, they 
approve the document and tell the doctors to piac- 
tice medicine as they wash, w'lthin the scope of the 
rules they themselves haVe created 
To follow through aftei an evaluation of the 
bylaws, rules, and legulations has been made, the 
board may use several methods of receiving reports 
for control purposes They may request the presi¬ 
dent of the staff to attend their meetings and repoit 
monthly on the recoid of the staff m then imple¬ 
mentation of their osvn bylaws They may use the 
joint conference committee to heai reports of the 


In summary, against a backdrop of many cliani'i’s 
—many of them still in the process of evolution-the 
hoard of trustees has the job of delegating to tlip 
administrator and to the medical staff most of the 
facets of the operation In this piocess, the tiustccs 
themselves have some operational pierogativ'cs .iml 
methods of operating These they must apply to 
each category' of the total operations 

To be more explicit, the board’s basic job is to 
delineate that which is being delegated and to 
whom it IS delegated, and then to cntically judge, 
appiaise, and evaluate the actions and results d 
tliose activities xvhich have been delegated If oper 
ational results have been unsatisfactory, the boards 
action may be to find the administrative personnel 
nccessarjf to achieve success If tlie medical stall 
does not by its actions fulfill and attain the stand 
aids they have established m their constitution and 
bylaws, the board must take whatever disciplman 
action IS called for This usually is lefusal to rc 
appoint the man oi men who have been delmquen 
m carrying out their responsibilities Once necessnn 
action has been taken, the board can J 

Its job of delegation, review, appraisal, and cwi 

ation 
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The Role of Aldosterone in Man 

Evidence for Regulation of Electrolyte Balanee and Arterial Pressure by a 
Renal-Adrenal System Which May Be Involved in Mabgnant Hypertension 

John H Laragli, M D, Nctv York City 


F ollowing demonstration of tlie remarkable 
biological eflFects of hydrocortisone, manv inves¬ 
tigators were willmg to recognize this steroid as the 
major and totipotent hormone secreted by the 
adrenal cortex However, in 1950 it was found * that 
steroidal extracts of urme from patients forming 
edema contained a material which was potent in 
promoting sodium retention and potassium excre- 
tioti m adrenalectomized rats This finding was 
perhaps a stimulus to the important work which led 
to the isolation and characterization ' of the adrenal 
cortical hormone aldosterone 
Aldosterone is present in relatively minute 
amounts in plasma (one one-hundredth of the con¬ 
centration of hydrocortisone), but its great potency 
indicates that it plays a major role in regulating the 
amount of sodium and potassium in the body, 
through its direct efifect on the renal tubule it 
accelerates renal retention of sodium chloride 
and the elimination of potassium ions 
In normal individuals aldosterone secretion mav 
vary twenty fold, dependmg on the state of elec¬ 
trolyte balance Utilizing a precise technic of 
isotope dilution, which measures the amount of 
aldosterone actually secreted by the adrenal cortex. 
It has been shown that normal subjects secrete 
about 250 meg per day With sodium deprivation 
the secretory rate may rise to as high as 1,000 meg 
per day, and after administration of added sodium 
chloride the level may fall to 50 meg per dav 
From a practical point of view this means that one 
must always take into account the state of salt and 
'later balance in determining the significmce of 
an aldosterone measurement 
Deficiency of aldosterone occurs in Addison s 
disease, in which there is a clinical picture of pros- 
hation associated with salt loss, hyperkalemia, and 
I'jpotension, in this disease, howex'er, deficlenc^' of 
h> drocortisone is also a major factor, so that the 
role of each hormone is difiicult to assess More 
recently, patients who hax^e had bilateral adrenalec¬ 
tomy haye been observ ed Often these patients can 
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be mamtamed m a state of well-bemg wnth hydro¬ 
cortisone and added dietary salt However, some of 
the patients manifest hypotension, weakness, and 
hj'perkalemia unless a mineralocorticoid is also 
given \Tliese observations suggest that aldosterone 
contributes to the achievement and maintenance of 
normal electrolyte balance under various dietary^ 
conditions, and in this way plays a role in the main¬ 
tenance of normal blood pressure 

It thus appears that in normal subjects the mech¬ 
anism for regulation of aldosterone secretion is 
important for electrolyte homeostasis When the 
dietary' intake of salt is high, the rate of secretion 
of aldosterone falls to addisonian-hke levels, how¬ 
ever, when homeostasis is threatened by sodium 
depletion, by excessive accumulation of potassium, 
or bv hypotension, increased secretion of aldo¬ 
sterone seems to become necessary' 

When hypersecretion of aldosterone develops m 
an otlieru'ise normal subject, the sy'ndrome of pri¬ 
mary aldosteronism develops,"' charactenzed by' 
arterial hypertension and by potassium wastage 
with associated hy'pokalemic alkalosis, muscle 
weakness, and polyuria About 35 such cases, 
usually the result of an adrenal adenoma, have been 
reported - The symptoms are reversed by removal 
of the adenoma 

Marked hypersecietion of aldosterone also occurs 
in the edematous states, especially m cirrhosis and 
nephrosis The means bv which this hx'persecretion 
is elicited is unkmown, but it appears to be asso 
ciated xvith disturbances m the circulation asso¬ 
ciated with transudation of fluid out of the x'ascular 
tree Instead of arterial hx'pertension and potas¬ 
sium depletion, the hvpersecretion of aldosterone 
in edematous states is charactenzed bv excessive 
renal retention of sodium chlonde and xiater In 
congestive heart failure, however, aldosterone 
hx-persecretion has not been found" hy'per- 

secretion occurs in cirrhosis wath ascites and not in 
heart failure is not clear, but this difference mav be 
a clue to the factors concerned w ith the control of 
aldosterone secretion \\fliv edematous patients 
wath secondarx' aldosteronism manifest sodium re 
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tention rather than the potassium depletion and 
arterial hypertension seen in piimary aldosteronism 
IS also not imdei stood, but this might be due to an 
mtrarenal adjustment = 

There has been great interest shown in the fac¬ 
tors concerned with the regulation of aldosteione 
secretion ACTH, changes in electrolyte balance, 
and changes in certain body fluid volumes have 
been implicated^ ACTH can produce significant 
increases m aldosterone output, especially in acute 
evperiments Aldosteione is unique, however, 
among adrenal steioids in that its rate of secretion 
IS ordinariK, to a large extent, independent of 
ACTH control 

The rise m aldosterone output associated with 
sodium deprnation occurs without a measurable 
change m plasma sodium concenbation The means 
by wbicli this effect is induced have not yet been 
fully elucidated In oui laboratorjf" we considered 
the possibilitx' that aldosterone secretion might be 
regulated b^' some other change in the electrolyte 
milieu It had been noted that sodium-depleted 
dogs, when fed potassium, developed hyperkalemia 
more readih than nonnal dogs It v'as then found 
that sodium depletion did not pioduce a use in 
aldosterone excretion unless potassium was pro¬ 
vided in the diet When potassium was adminis¬ 
tered, the increases in aldosterone weie related to 
the degree of induced h>'perkalemia associated with 
potassium retention Thus, the state of potassium 
balance is an important factor in the legulation of 
aldosteione secietion 

In normal subjects, uiinary excretion of aldo¬ 
sterone can be increased by a i eduction, and 
decreased bv an ex-pansion, in the intravasculai vol¬ 
ume These observations have led to the provoca¬ 
tive concept that aldosterone secretion is regulated 
by a change in mti avascular volume Expeiiments 
reported in this issue of The Journal, p 234, 
however, illustrate that aldosterone secretion can 


be modified by aiterial pressor substances without 
the expected change in body fluid volumes Since 
any change in a body fluid volume is accompanied 
by a change in piessuie (and probably also by a 
change in the distribution of electrolytes), and 
since a volume-receptoi system has not been de¬ 
scribed, It does not seem at all necessary to postu¬ 
late a I'olume-oriented system for the control of 
aldosterone secretion, alteration m pressoieceptor 
activity might well mediate the observed changes 
More recentl}, it has been suggested that'a change 
in the aiteiial pulse pressure in the carotid arteries 
stimulates aldosterone secrebon ® This, too, seems 
to be an ovei simplification of the pioblem Thus, in 
the experiments reported m this issue of The Jour¬ 
nal p 234 there was no indication that a particu¬ 
lar change m the arterial blood pressure was related 
to the rate of aldosterone secrebon The fact that 
aldosterone output was modified by pressor sub¬ 
stances, howevei, suggests that peihaps changes m 
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pressure or flow to a particular region may be 
important ^ ® 

The study of the relationship of aldosterone secre 
tion to states of artenal hypertension may tlirow 
more light on the problem of the control of aldo¬ 
sterone secretion and may also have important im 
plications m the pathogenesis of hjqiertensive 
vascular disease It has long been suspected that a 
disorder of sodium metabolism may occur in h)>per 
tensive disease and that the adrenal cortex may be 
involved in this relabonship ® Recently, it has been 
shown that patients with accelerated (malignant) 
hypertension pracbcally always exhibit marked 
hypersecretion of aldosterone, whereas patients 
with uncomplicated hypertension manifest norma! 
rates of aldosterone secietion Because the major 
pathology of malignant hypertension appears to be 
renal, the effect of a pressor substance, angiotensin, 
liberated by the kidney as a consequence of altered 
renal circulabon or ischemia has been studied (tins 
issue, p 237) Unlike other types of piessor agents, 
whose effects are variable, infusion of angiotensin 
in seven subjects produced an increase m the aldo 
sterone secretory rate m every'- experiment 
Angiotensm has been shown to be released from a 
plasma globulin by renin, an enzyme elaborated by 
the ischemic kidney " Oui studies suggest that 
perhaps aldosterone secietion is conbolled by a 
renal-adrenal endocrine system in which the release 
of a trophic hormone (angiotensin) is involved 
Aldosteione, by causmg sodium retenhon, might 
tend to improve the renal circulation and lead in 
turn to suppression of renm lelease Such a 
renal-adrenal relationship has been suspected,” 
and the juxtaglomerular apparatus of the kidnej 
has been thought to be the source of renin secre 
tion Administration of desoxycorhcosterone, a ster 
Old similar to aldosterone, has been found to cause 
atrophy of the juxtaglomeralar apparatus and de 
pletion of renm m rat bdneys ’’’ The factors con 
cemed with the release of renm itself are not 
knovm, but subtle changes in the lenal circulation 
(affeient arterioles) have been implicated The ob 
seivation that medullary pressor hormones can sup 
pi ess aldosterone secretion might thus be explained 
as the result of an action of these hormones upon 
tlie circulation to a critical intraienal site 

In the light of these findings it may be helpful to 
consider clinical experience m (1) patients witli the 
hypertension of unilateral renal disease, and (2) pa 
tients with accelerated (malignant) hypertension 
The classic experiments of Goldblatt have charac 
tenzed the hypertension produced by constriction 
of the renal artery in the dog In man, howevu- 
patients with hypertension presumed to be due > 
unilateral renal disease are frequently not help 
by unilateral nephrectomy, probably because 
disease has involved both Sidneys In this ' 
should be recalled that Goldblatt emphasized » 
to produce sustained and severe hypertension, 
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renal artenes must be constricted Thus, malignant 
Iiypertension may be a more representative clinical 
counterpart of Goldblatt hypertension, with many 
micro occlusions to the circulation of both kidneys 
being present 

Therefore, m hypertension thought to be due to 
unilateral renal disease, increased release of renin 
may not always occur, and, as one might expect, 
aldosterone secretion is not always found to be 
increased In some of these patients, however, 
aldosterone secretion has been reduced after 
nephrectomy Diagnostic difficulties are great in this 
group because demonstrated structural abnormal¬ 
ities may not impair renal circulation It is to be 
hoped that aldosterone measurements will be use¬ 
ful m the selection of candidates suitable for neph¬ 
rectomy 

In malignant hypertension aldosterone hyper¬ 
secretion IS a much more consistent findmg Be¬ 
cause of this and because aldosterone itself causes 
hypertension, we have re-examined the eflFects of 
bilateral adrenalectomy in this disease The results 
m two patients have been disappointmg This could 
be simply because the disease has become irreversi¬ 
ble, but m the light of our new findings discussed 
above, adrenalectomy might not be ex-pected to 
help and might even provoke-greater release of an 
angiotensm-hke substance '^More work must be 
done, but it now seems that the approach to malig¬ 
nant hypertension should be aimed at measures 
to define and to correct abnormalities in the renal 
circulation Included in tlie therapeutic approach 
may be the feeding of added sodium chlonde m an 
attempt to improve the renal circulation, rather 
than its deprivation, as has been popular heretofore 

The effect of angiotensm might also provide “an 
explanation for the difference in the clinical syn¬ 
dromes of pnmary aldosteronism due to an adrenal 
adenoma and that of mahgnant hypertension m 
which an adrenal tumor is not found In the former 
condition there is autonomous hvpersecretion of 
aldosterone, and a benign disorder characterized 
by potassium wastage and mild hypertension is 
produced In contrast, in malignant hypertension, 
aldosterone hypersecretion is possibly secondary to 
impaired renal circulation and the release of a 
pressor substance w'hich stimulates aldosterone 
secretion Here, the clinical picture is one of severe 
and accelerated hypertension associated w'lth necro¬ 
tizing arteriolitis 

While these new results are excitmg, it should 
he remembered that it is not yet known whethei 
the renin-angiotensin system plays anv role m nor¬ 
mal homeostasis, and that increased amounts of 
renin have not been found consistently in many 
types of chronic hypertension Of necessity tins 
discussion IS mcomplete, but it should be pomted 
out that there is considerable experimental evndence 
that the kidney also elaborates a blood pressure- 
lowenng factor Furthermore, the marked in¬ 
crease in aldosterone secretion found in cirrhosis of 


the liver does not seem to be associated with the 
presence of a pressor substance, such as angio¬ 
tensin Tlie animal studies of Davis and his asso¬ 
ciates ” indicate that venous hypertension may be 
another important stimulus to aldosterone secretion 
With cross-circulation experiments, these workers 
have demonstrated an aldosterone-stimulatmg sub¬ 
stance in the blood of dogs forming ascites ’* 
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ALDOSTERONE SECRETION AND BLOOD 
PRESSURE REGULATION 

T he demonshation of the lemaikable biological 
effects of the adrenal coitical hormone, li}'dro- 
cortisone, constitutes an important advance in medi¬ 
cal science in the past two decades This hoimone 
and its deni’atives ha%'e since been widely employed 
in both therapeutic and mvestigatn'e medicine 
It has been shown that the rate of secretion of hy¬ 
drocortisone IS regulated by the amount of ACTH, 
its trophic hormone, that is secieted by the anterior 
pituitaiy The blood level of hydrocoi tisone, which 
results fioin ACTH stimulation, acts in tuni to 
suppress fnithei production of ACTH 
Moie recently, anothei steroid, aldosteione, has 
been found to be produced by the adienal coite\ 
This hoimone is secieted in lelatively minute 
amounts It is the most poweiful of all the natur¬ 
ally occuning steroids in its ability to piomote 
renal letention of sodium and excretion of potas¬ 
sium Aldosteione has ven' little anti-inflammatory 
activity, and, unlike hydiocortisone, its late of se¬ 
cretion IS not legulated piimarily by ACTH The 
adrenal coitev is thus the souice of at least two 
different hoimones with different controlling sys¬ 
tems and with diffeient piuposes 
The factors concerned in controlling the late 
of secietion of the sodium-ietaining hoimone, al¬ 
dosterone, though intensively studied, have not yet 
been fully defined It is known that sodium deple¬ 
tion elicits a use, and sodium administration a fall, 
m hormone activity, but these effects do not seem 
to be mediated by a change in the plasma sodium 
level 

Exciting new information on this subject is con- 
tamed in two papers in this issue of The Joubnal, 
p 234 and p 293 Laragb and his associates have 
discovered that the rate of aldosterone excretion m 
the unne is related to the state of potassium bal¬ 
ance, tht hoimone bemg called upon to increase the 
elimination of excessive potassium ions Other xvoik- 
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ers have proposed that aldosterone secretion is rctr 
mated by volume receptors sensitive to chances 
in the blood volume Laragh and his group, alo 
taking due cognizance of the long suspected role 
ot the adrenal cortex and of the dietarj' sodfum 
content in arterial hypertensive disease, have been 
systematically studying aldosterone secretion and 
electrolyte metabolism in various naturally occur 
nng forms of hypertension These workers liad 
previously found normal aldosterone secretoix' rate: 
in primary' (benign essential) hypertension, but in 
malignant (accelerated) hypertension aldosterone 
secretorv activity was found to be markedly m 
creased The studies piesented in this issue of 
The Joubkal may provide an explanation for tlie 
aldosteionism associated with malignant hyperten 
Sion and may improve our understanding of this 
disease 


Despite the high incidence of hypei tension, little 
progress has been made in defining the mechanisms 
involved In a small peicentage of cases the con 
dition can be cured by removal of a noradrenalin 
secreting tumor In anothei small numbei, impaired 
circulation to one kidnev (Goldblatt hypertension) 
is the cause Because of these obseivations Laragh 
and his associates studied the effects of the mediil 
lary jioimones and of angiotensin, a piessor sub 
stance released when the renal ciiculation is .il 
tered Their work demonstiates that adrenalin and 
noradrenalin have variable effects on the rate 
of aldosteione secretion, depending on the state of 
sodium balance How’evei, angiotensin always eiic 
ited an mcieased aldosterone secietion while in¬ 
ducing changes in blood pressure similar to those 
induced by noiepinephrine These results suggest 
that angiotensin has a dnect effect on the adrenal 
cortex and point to the existence of a renal-adrenal 
humoral mechanism controlling sodium balance 
and regulating blood pressure 
The data provide new support for an old con 
cept—that a lenal piessor substance is involved m 
hj'pertensive disease Furtheimore, the work relates 
this lenal humoi to aldosterone secretion and to 
salt metabolism These new findings may have im 
poitant implications in the pathogenesis and in the 
treatment of accelerated hypertension 


THE ONUS AND MEED OF THE 
HOSPITAL TRUSTEE 

Selection of a subject for editorial comment m The 
Joubnal has nevei been a problem for me 
possibilities emerge from tlie subconscious to jw 
conscious each week than there are hours a' ai fi 
for perusal in the library and development ot an 
idea to the stage of inscribing on paper what mi 
be of interest to selected segments of the mec»^ 
profession A thesis of presumptiv'e concern, 
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opportunity to refresh my memory concerning the 
contnhubons of one of the ‘greats” m medicine, or 
the desire to learn more about a recent develop¬ 
ment in hasic or clinical medicine are the stimuli 
that may he dormant, but not ignored, for many 
weeks before being pursued m depth or reachmg 
the stage of %vritten communication The responsi¬ 
bilities of the hospital trustee provide such an ex¬ 
ample Not long after my assumption of editorial 
duties last fall, this subject was one of the first that 
seemed pertinent for discussion Resolution no 10, 
introduced m the House of Delegates at the Chnical 
Session in Dallas last December, produced a shower 
of provocafave sparks, but the ghmmermg was 
weak and the afterglow short-lived The receipt of 
a communication by Harry R Stephenson, Jr, 
Counselor at Law m Greenville, S C , former chair¬ 
man of the Board of Trustees of the Greenville 
General Hospital, and retiring member of the Board 
of Trustees of the Piedmont Area Hospital Council, 
Spartanburg, S C, has reawakened the latent 
impulse 

The trustee makes a vital contribution to the sen¬ 
sitive and delicate life of the contemporary hospital 
It has not been my pleasure to meet the counselor 
nor my privilege to visit the mstitution of which he 
speaks, but there is no doubt m my mind that this 
report, reflectmg the wisdom, imaginahon, and 
vigor of a trustee’s voice, has augmented immeasur¬ 
ably the institution s mission to advance health and 
learning m this southern community Stephenson’s 
sage remarks are published m this issue of The 
Journal, p 287 The clanty of presentation, the 
depth of reflection upon current problems, and the 
mature appraisal of a trustee’s responsibilities are 
worthy of careful perusal and cogitation No phase 
IS overlooked, no phase is slighted The report is an 
excellent discussion of what the present-day hospi¬ 
tal trustee must represent 

Stephenson deplores the archaic system of ap 
pomtment pnmanly on the basis of material wealth 
or philanthropic onentation One of the base mo¬ 
tives of such a selection procedure is the silent an¬ 
ticipation of benefaction in the last will and testa¬ 
ment of the appomtee Usually this hope is 
unrequited With Stephenson we believe that the 
contemporary hospital trustee should be selected 
for his day-by-day intellectual contributions, not 
because of hoped for postmortem benefactions 
Stephenson recognizes that ‘today it is for his 
business background, general knowledge, and lead¬ 
ership that the trustee is selected, and it is tlirough 
bis advice based on these qualities that he makes 
his contribution No longer are good mtentions and 
emotional involvement m the needs of the poor the 
cnteria for board membership ’ 

The report reminds us that continual, effective, 
and factual liaison between the professional staff 
and the Board of Trustees is imperative To the 
administrator manv housekeeping and fiscal func¬ 


tions are delegated by the trustees, just as the pro¬ 
fessional functions are delegated to the medical 
staff In the final analysis, however, the board is 
concerned not only xvith the operation of the hos¬ 
pital today, but also with its future the board 
may use several methods of receivmg reports’ from 
the professional staff for control purposes They 
may request the president of the staff to attend 
their meetmgs and report monthly on the record 
of the staff in their implementation of their own 
by-laws They may use the jomt conference com¬ 
mittee to hear reports of the staff ” These admoni¬ 
tions imply that the trustee will do more than 
attend a board meeting for one or two hours once 
a month or less frequently It means that he will 
also spend many hours m the hospital, unofiBcially 
and without advance notice, observing at first hand 
the operation of the mstitution, if he is to become 
knowledgeable m the many areas which require his 
understanding, his support, and his thoughtful 
comment Although not tramed in a medical en¬ 
vironment, the selected experiences accrued in the 
trustees vocation, may be applied to advantage m 
the enlightened mission of the hospital 

Finally, the trustee must understand and promote 
the educational program of the hospital ‘As more 
professional and technical personnel are needed to 
staff the new and the enlarged and expanded serv¬ 
ices offered by hospitals, larger and more numerous 
educational programs are necessary Thus, many 
hospitals have had to accept responsibilit}' for 
financing the education of these technical and pro¬ 
fessional personnel It is axiomatic that one cannot 
learn to care for the sick outside the context of the 
institutions where the ill are congregated Unlike 
business and industry, whose skilled, technical, and 
professional personnel can be trained in schools, 
colleges, and universities, hospitals have had to do 
the job alone And, unfortunately, many people 
have had the erroneous idea that the students 
services have paid the cost of their education This 
IS not so, but tradition is diflBcult to overcome 
Therefore, those m tlie hospital field have a long 
and hard struggle to orient the public to the fact 
that education is tlie responsibility first of the indi¬ 
vidual to pay for xvhat he receives, and, second, for 
the government to assist its communities in seeing 
that their educational needs are met 
For all of this and more, what are the trustees 
rew'ards^ Not the temporal glorx' of a name in an 
annual report, not the social prestige that accom¬ 
panies a position of pow er in a non-profit enterprise 
The reward is that of anv job w-ell done, the per¬ 
sonal satisfachon of haxang given the most on the 
basis of ex-penence, intellectual endowment, techni¬ 
cal capacity, and msabable energv 
“A rosy garland was the victors meed”—Spenser 

J H T 
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ELEC rUOPHORESIS IN -MULTIPLE 
MYELOMA 

Until compaiatively recent times myeloma was a 
1 uely noted disease, and the diagnosis lested on 
classic clinical findings and biopsy As sternal 
aspuation techniques were evtended to myeloma, 
flond examples pronded ideal demonstration ma¬ 
terial, and expellence with the disease grew It then 
became appaient that myeloma could exist also in 
a rather chronic state and that it was not always 
possible to establish its presence by mariow aspiia- 
tiou or biopsy 

Although fiee electiophoiesis levealed inteiesting 
char.ictcnstics of tlie serum piotem, the method 
was too tedious and expensive to be a piactical diag¬ 
nostic proceduie Then came the development of 
7one or paper elcctrojihoresis, adding another 
dimension to the diagnosis of plasmacytic disease, 
winch IS sufficient for most clinical puiposes 

Approximately 70% of serum electrophoietic pat¬ 
terns in patients xvith multiple myeloma have a 
diagnostic homogeneous globulin cximponent The 
abnonnal component is distinguished by its electro¬ 
phoietic homogeneity, its amount and iiiegulai 
mobilitv, migrating fiom the slow'gamma to the 
fast beta oi alpha 2 globulin range Although the 
amount of protein often increases latei m the couise 
of the disease, its electrical mobility lemains the 
same 

Disci ete abnormal globulin peaks are found in 
about 60% of urine electiophoietic patterns of 
patients This urinary globulin usually migiates 
with the same electrical mobility oi faster than that 
of the abnormal serum globulin The piesence of 
completelv noimal serum and uiine electiophoietic 
patterns almost completely excludes multiple 
mvcloma 

In about 10% of myeloma patients, the globulin 
component is not homogeneous oi large enough to 
be regarded as diagnostic, and these non-diagnostic 
abnonnahties may be indistinguishable fiom the 
patterns commonly seen m the collagen diseases, 
cirrhosis, Sjogiens syndiome, saicoidosis, lympho- 
gianuloma veneieum, bypeigammaglobuhnemic 
purpuia, and some cases of lymphoma No measure¬ 
ment IS axMilable of the abnoimal component which 
nould enable one to-decide xxdiethei the pattern 
IS "diagnostic" of myeloma oi “non-diagnostic” and 
repiesenting one of the non-myelomatous conditions 
liax'ing an inciease in globulins Peihaps the height- 
width latio desciibed m this issue of Tm: Journal, 
p 245, will help in this regard 

Foi the most pait, the only non-myelomatous 
conditions having an indistinguishable characteustic 
myeloma-type scium electrophoietic pattern aie 
piimuv macioglobulinemia of Waldenstiom, pri¬ 
mal y amyloidosis (undiagnosed mveloma'"), and an 
occasional case of “lymphoma” Tlie so-called 


J.AMA, Sept “It, 19 ^ 

^mphomas exhibiting myeloma-like proteins are 
almost invariably atypical, clmically and morpho 
logically Multiple myeloma, macroglobulmemia 
and pimary amyloidosis are the only conditions iii 
which a discrete, homogeneous globulin has been 
tound m urme electrophoretic patterns Most, if not 
all, of these variants of plasmacytic disease eluded 
detection m the past Only as protein electrophoresis 
has matured have the broader aspects of plasma 
cytic disease taken form 

APPENDICITIS-THE 
DECREASING INCIDENCE? 


Various reports have implied that there is a 
decreasing incidence of appendicifas Palumbo' 
reported a senes of 1,600 cases of acute appendi 
citis from 1947 to 1958 The number seen in 1948 
was 252, and only 45 in 1958 There is incomplete 
evidence, at the present, as to whether this is in 
leality a fact or only a supposition During the era 
from 1939 to 1957, tlie mortality has shown a steady 
decline from 9 9 to 1 2 pei 100,000" 

The usually subscnbed causes for such an im 
provement may again be enumeiated increasing 
awaieness of the disease on the part of the public, 
a better understanding of its natural course, and 
proper preopeiative preparation of the patient, 
with fluids, electiolytes, blood, and antibiotics 
Early operative intervention peimits the removal 
of the diseased oigan at a time which should result 
m the least hannful sequela However, 'too many 
are not being seen at the early optimum period 
The important problem is not whether there is 
a greater or a fewei numbei of patients who are 
being admitted to the hospital with appendicitis, 
but rather the laige numbei admitted with rap 
tured appendixes In spite of a sometimes pro 
longed course, most patients with complications 
of ruptured appendicitis do recover Due to the 
lieneficial effect of antibacteiial agents, less con 
sideiation is gn^en to die consequences which might 
have occuired without them Theiefore, in some 
instances there has developed a lack of concern 
for the seriousness and real potential of this con 


It has been variously estimated that 20 to 30 
all cases of appendicibs have perforated before 
Imission to the hospital Clatwoithy ® reports tliat. 

837 cases of acute appendicitis in children m 
e pieschool group, 67% were perfoiated on ad 
ission The complications may be more devastaf 
g and disabling than the oiiginal disease itsed 
lie diagnosis in this group is perhaps more diffl 
[}t Elderly patients are separate problerns irom 
e young and middle aged adults, but they 
ay piesent unusual aspects m early diagnosis 
In children xvith appendicitis, most errors res 
om the failure to see them early Also, frequent J 
e conditions of the many more common an 
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somehmes unusual varieties of gastrointestinal in¬ 
fections are encountered in the young In a recent 
report, Wangensteen ■* emphasized the senousness 
of this situation He reiterated the belief that much 
IS to be gained in the early recognition of this well 
understood disease 

Most patients have access to antibacterial agents 
Such self-medication mav produce a sense of secu- 
nt)' which does not alwavs exist thus delaying an 
earlv operative inteivention Alteration of the 
course of appendicitis may show considerable 
variabilitv In some instances, the subacute or 
milder forms of the acute disease may possibly be 
effected or perhaps lesolve This can or cannot 
occur while the patient is receiving antibacterial 
agents In the late stages, continued admmistration 
of antibiotics and sulfonamides offers little in lim- 
itmg the course, moreover, perforation, abscess, 
or generalized peritonitis may proceed in spite of 
therapy In some mstances, the febrile course may 
be unchanged until the advanced or terminal pe¬ 
riod, or after these antibacterial agents are with¬ 
drawn 

As has been pomted out, in spite of an apparent 
increase m the number of naptured appendixes, 
the mortality remains low There may be many 
patients in whom the condition is not recognized 
in its early phases Diagnosis is not alwavs apparent 
due to a lack of awareness and the many bizarre 
manifestations of this condition 

Tlie surveillance from local hospital tissue com¬ 
mittees has been given credit for some delay in 
early operation However, this can only be ex¬ 
pected in the rare or isolated mstances The bene¬ 
fit derived from this group may offset these occa¬ 
sional errors in procrastination The necessity for 
all of us to be constantly reminded of this condi¬ 
tion IS attested to by the mistakes which are 
continuing to be made 

J D Mahtin Jr , M D 
Atlanta, Ga 

1 Palumbo L T Appendicitis—Is It On Wane’ Am J Surg 
98 702 703 (Nov ) 1959 

2 Fflcl5 on Major killing -and Crippling Diseases in U S Toda> 
National Health Education Committee Nen lork 1959 

3 Boles E T Jr Ireton R J and Clatnorthj H W Jr 
AcuIl Appendicitis in Children A M A Arch Surg T9 447 454 
(Sept ) 1959 

4 Wangensteen O H Ci\ ilinn Consultant Report U S Army 
1960 

trisomy of a large chromosome 

The recent development of tissue culture methods 
for liuman cells and improved techniques for the 
determination of the number and morphology' of 
mammalian chromosomes have made possible the 
accumulation, within a period of a few years, of a 
kirge amount of data which have established the 
normal diploid number of chromosomes in human 
somatic cells as 46 This number comprises 22 iiairs 
of autosomes and two sex chromosomes (XX in the 
female, XY m the male) In addition, the hereditx' 


of a number of clinical conditions, xvhich has defied 
many years of speculabve debate, was elucidated 
within a short period It has been shown that the 
number of chromosomes m the somatic cells of pa¬ 
tients with ovarian dysgenesis (Turners syndrome) 
IS 45 (XO), whereas m certain subjects with testic¬ 
ular dysfunction (Klinefelter’s syndrome) the num¬ 
ber is 47 (XXY) Several clmical conditions accom¬ 
panied by congenital anomalies, mental retardation, 
or both are associated with an extra autosome 
(trisomy) The extra cluromosome may be one of tlie 
smallest autosomes, as m mongolism, or one of the 
largest, as in the case of mental retardation de¬ 
scribed by Sandberg, Grosswhite, and Gordy in this 
issue of The Journal, p 221 

The relatively simple teehmque for the determi¬ 
nation of the chromosomal constitution in human 
subjects, described m the addendum to the com¬ 
munication by the mvestigators from Buffalo, N Y , 
should be a stimulus to other physicians to under¬ 
take similar studies in a variety of hereditary' and 
other types of morbid states Such studies should 
include the determination of the chromosomal pat¬ 
tern of parents and siblings An accumulahon of 
such data on a large scale should shed light not 
only on the classification and bettei understandmg 
of such disorders, but, it is hoped, would ultimately 
aid the geneticist in the identification of the hered¬ 
itary nature of such conditions Likewise, the 
chromosomes of a large number of normal subjects 
should be studied, m order to gam a clearer picture 
of the variations which may occur in specific 
chromosomes and the possible relationship to phe¬ 
notypic manifestations It appears that the avail¬ 
ability of simple methods for the detemnnation of 
the chromosomal constitution m human subjects 
presents new opportunities for the investigation of 
the etiology of selected human disorders at a kary- 
ologic level 

PHILIPPUS THEOPHRASTUS AUREOLUS 
BOMBASTUS VON HOHENHEIM 

Paraeelsus was bom near Zuneb, Switzerland, 
tlie year after Golumbus discox'ered the new xxorld 
He inherited his interest m medicine from bis 
father, a practicmg physician, a humanist, and a 
botanist Historx' has never produced a satisfactorx' 
ex-planation for the deep interest m philosophy 
manifested by Paracelsus and bis approach to 
medicine that was at times Quixotic Paracelsus was 
not a Ghnstian name chosen by his parents It was, 
m part, a nom de plume He w.is fond of neologo- 
poiesis (JAMA 173 376 [May 28] 1960) and espe¬ 
cially partial to tlie prefix para It has been sup¬ 
posed that Paracelsus represents a combination of 
para and Gelsus (superior to Gelsus), the first im¬ 
portant medical histonan u bo h\ ed in the reign of 
Tibenus Caesar The medical practice of Para- 
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celsus fathei in Linsiedeln was not especially piofit- 
able and the family relocated in Austria, m the 
province of Caiinthia near Villach, before the son 
“ was 10 years old Paiacelsus very likely studied the 
arts at the University of Vienna and medicine at the 
University of Feriara in Italy Clinical instruction 
had not begun at that time in Padua While he was 
acqumng a medical education and later while prac¬ 
ticing the art, Paracelsus tiaveled widely through 
Europe and into Africa The travels included the 
British Isles, the Scandinavian countiies, Lithuania, 
Poland, Turkey, the Dodecanese Isles, Egypt, and 
Italy These were the years of the acquisition of 
knowledge of a gieat variety of diseases under 
vaiied political, social, and environmental condi¬ 
tions Paiacelsus foimalued his own materia med- 
ica and developed his own theiapy duiing those 
travels 

In this peiiod of acquisition of knowledge and 
formulation of theiapy, Paiacelsus lecognued the 
relative sterility of the Middle Ages The phanna- 
cologv and empiric teachings of Galen and Avi¬ 
cenna had been implemented to a limited e\tent 
by Arabic physicians, but the Renaissance in the 
arts and sciences ums just beginning Paiacelsus 
opposed the polyphaimacy that had been m vogue 
for centuries and cautioned that one diiig neutial- 
i7ed the beneficial effects of another He advocated, 
therefore, simplicity m his recipes, not multiplicity 
Experiences in chenustiy piompted him to use 
heavy metals m piactice Included weie sulfur, 
lead, antimony, meicuiy, non, and coppei Opium 
was a valuable drug in his practice Obseivation 
and deductive icasoning weie his handmaidens 
The manuscript of the most impoitant book that 
Paiacelsus wrote, Volumen Vmomuum, was com¬ 
pleted in 1530 It was not punted until moie than 
30 years later, seveial years aftci he had died No 
English translation has been made of this woik 
The “Oinis” of Paiacelsus in my libiaiy, Volumen 
Medicmae,^ is a 1616 edition, volume 1 only It was 
written in Geiman and published in Strasbouig 
I have been able to identify five references to gout 
and three lefeiences to the use of meadow saffron 
or the autumn ciocus (Colchicum) The volume is 
bound in parchment (vellum) 

Sigeust“ has lecounted the five spheres of Paia- 
celsus that deteimme mans destiny in health and 
disease The fiist sphere is ens astwle, the stais 
(passage of time) affect man’s medical destiny 
Diseases that weie fatal yesterday may be pie- 
vented 01 cured tomoriow The second spheie is 
ens venem Good as well as evil comes from the 
envuonment, poisons that kill as well as food that 
nourishes are about us Each man has his own 
nature (personality), ens natwale The spiiitual 
spheie of man is ens spirituale His psyche may 
lead him mto mental maladies, it may help dispel 
afflictions of a similai kind The fifth sphere, the 
normal, the spheie of God, is ens Det 
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The era in which Paracelsus lived spawned 
spiiituahsm and mysticism Paracelsus could not 
escape reflecting the prevailing philosophy, but he 
lebelled against it, nevertheless He was a great 
reformer and iconoclast His medicme was new 
and diffeient from the traditional, but he 
thwarted and suppressed because he lacked a 
school with pupils to teach and a printer to publish 
his manuscripts A call to Basle appeared to him to 
be the turning point Frobenius, the great printer 
and Erasmus, the humanist, both m need of medi 
cal care, were responsible for Paracelsus’ moving to 
Basle An additional atti action was the appoint 
ment to the position of Municipal Physician This 
was a dual responsibility and embodied a piofes 
SOI ship in the medical faculty of the Universify 
Through a series of circumstances, the appointment 
was terminated a little moie than a year later His 
teachings were judged to be too unoithodov, hi' 
pupils did not understand him, and the faculty was 
hostile As a wandering physician he sampled life 
at several social strata He died following a tavern 
brawl in Salzburg at the age of 48 
The last 12 years of his life were spent in piac 
ticing and m wiiting, but not much publishing 
Printers were reluctant to accept his manuscripts 
Although only one of his major works was pub 
lished in Ins lifetime, Paracelsus will be remem 
bered for several contributions to medicine The 
introduction of chemistry into therapy ranks with 
his attack uiDon then contemporary treatment 
Sigeiist concludes that “Whether we agree mtli 
Paracelsus or not, we cannot read his books with 
out being strongly stimulated or challenged The 
problems he discussed are not solved yet, and 
this IS why his books aie still alive today They 
make us lealize how primitive and sketchy our 
picsent theory of medicine is We have acca 
mulated a laige number of scientifically established 
facts. They are very useful and are largely respon 
sible for the progress of medicine But we need a 
philosophy to connect the facts This is where 
Paiacelsus-and Descartes-can still teach us .i 


gieat deal." 
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1 Philippi Tlieophinstus Bombasine von Holienheim 
Voliimen Medicmae, Strasbourg Bnscomm, 1616 

2 Sigerist, H E On the Histors of Mtiiicine, New lork 
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LYMPHOCYTIC SYMBIOSIS 


tudies on the lymphocyte were discussed m 
iposium held in Boston last fall under the ^ 
iship of John W Rebuck' of the Henry Ford 
pital, Detroit The comprehensive presentations 
e been published recently and constitute a 
’ly series of monographs on this vjtaJ ee 
[ignant neoplastic disease of the l^phoid ce i 
behaved to have been deHned 
dlOw Shortly after he had completed his form- 
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medical training, Ins investigations led liim to intro¬ 
duce the term “leukamie” in its present application 
to human blood dyscrasias The counterpart of 
leukemia and l)Tnphoblastoma m animals was rec¬ 
ognized later The horse, the pig, the cat, and the 
dog are susceptible to naturally occuiiing malidies 
of the blood-forming organs The first case of 
lymphatic leukemia in the elephant was described 
early in this century The disease has not been 
identified m the invertebrate phyla 

The experimental transmission of the canine 
venereal tumor from a naturally infected dog to 
otlier dogs was described in 1876 by a Russian 
vetennanan, Novinsky Another “first” foi the Rus¬ 
sians! Lymphocytic malignancy in cattle is a woild- 
mde vetermary problem, enzootic outbreaks (en¬ 
demic—as applied to animals) have been reported 
According to Jones and Berg, leukemia in cattle 
as well as dogs appears to be increasing in inci¬ 
dence, decade by decade The incidence has been 
reported to be as high as 10% in some herds 
of cattle m East Prussia Dogs may develop a 
m ilady which simulates Hodgkin’s disease in man, 
other examples include tumois that are related 
histologically to the giant lymphoblastoma of man 
The incidence of malignant lymphomas in cats is 
nearly Rvice that of dogs The young feline is more 
susceptible than the old cat, but ige does not 
imply immunity The afflicted have been as old 
as 17 years A similar ige distiabution has been 
noted in humans, with leukemia appeiring in the 
ninth decade of life 

R Dorothy Sundbeig reviewed the origin, struc¬ 
ture, and interrelationships of the human lympho¬ 
cyte in sickness ind m health The reticulai 
connective tissue of Ivmph nodes ind bone ni iriow 
has been investigated by modern vitil st lining 
techniques, election microscopy, radioautography, 
and tntium-labeled thymidine incorporited into 
deoxyribonucleic acid (DNA) The moibid states 
associated witli abnormal lymphocytes include in¬ 
fectious mononucleosis, thymom is, infectious hepa¬ 
titis, German me isles, uid the lymphobl istom is 
According to the latest theoiv, the lymphocyte 
originates in the mass of primitive leticular cells, 
grows, and eventu illy becomes distinguisii ible 
from the histiocyte, the macroph ige, and the ma¬ 
ture reticular cell as i compactly nucleated small 
cel] Conversely, there may be a return of the 
bmphocyte to lirge basophilic cells, which re¬ 
semble hem itopoietic reticul ir cells and subsequent 
transformation of tliese cells to histiocytes, macro- 
pliages, epithelioid cells, giant cells and even 
fibroblasts m inflammatory tissue Thus, the cvcle 
is completed, and the iing is closed Reutilization 
of lympliocytes may be related to the desire of the 
body to save deoxyribonucleic icid, possibly the 
most ratal of the complex chemical substinces in 
the cell Reticular cells dso phagocytize red cells 
for rentihzation of hemoglobin and iron 


The intimacy of normoblasts and the reticular 
cells (precursors of lymphocytes) is another example 
of cellular symbiosis Bessis, according to Sundberg, 
has produced conxancing eradence that the ring 
of normoblasts which surround the reticular cells 
of the bone marrow may be predestined Reticular 
cells engulf erythrocytes, and once within the 
reticular cell the erythrocyte loses its character¬ 
istic hemoglobin color, leaving only colorless rem¬ 
nants The cytoplasm of the macrophage that 
surrounds the phagocytized erythrocyte stains in¬ 
tensely with the Prussian blue-iron stain Since the 
normoblast surrounding the reticular cell contains 
jiaiticulate iron, it has been assumed that the iron 
w IS derived from the phagocytic reticular cell The 
electron microscope, as utilized by Bessis, has re¬ 
vealed that the reticular cell functions as a true 
mother cell to the normoblasts which receive their 
iron by a process best desenbed as “nursing’ The 
reticular cell eats its progeny and feeds it as well 
A similar symbiotic phenomenon may be observed 
betxx'een the lymphoevte and the reticular cells 
The reticular cell contains a complete series of 
lymphocytes in vaiious stages of digestion as well 
as surrounded by the ring of lymphocytes The 
union of the peripheral ring of lymphocytes and 
the reticular cell is intimate Linear masses of the 
nuclei of the lymphoevtes penetrate the cytoplasm 
of the reticular cell and either feed the reticular 
cell or aie fed by it Possibly both functions are 
operating Sundberg has speculated tliat a third 
symbiotic process may be responsible for the trans¬ 
fer of gamma globulin md antibodies between the 
plasma cells, bearers of gamma globulm and anti¬ 
bodies, and reticul ir cells of the marrow 

Reversion to Virchow and his theory of cellular 
moiphology and disease once more reveals the 
piimacy of lymphoid cells in the patliogenesis of 
moibid states The transition of large hemato¬ 
poietic reticular cells to Ijanphocytes is evident in 
hnipli node imprints from patients with infechous 
iiiononucltosis ind chronic lymph itic leukemia In 
itute and sub icute hanphatic leukemia, the transi¬ 
tional forms progress from narrow-bodied reticular 
cells to miture Ijanphoc} tes The lymphoblast of 
icutc lymphatic leukemia is structurally similar to 
the myeloblast of acute m>elogenous leukemia 
Sundberg has speculated tliat the immature Ijan 
pliocyte may also represent i tr msitional form from 
lymphocyte to mxeloblast Not yet interpreted is 
the obsenahon that immature Ijanphocytes irc 
more numerous in imprints of the human tlnmus 
thin in impnnts of human Ivmph nodes These 
studies, described in brief, conshtute a modest por¬ 
tion of the emphasis issigned to tlie Ijanpliocyte, a 
cell of great interest to the hematologist, the ex¬ 
perimental pathologist, and the cliniaan 

1 Tlir L\wpIiocj-tc and L\-ini>Iir>cMic Ti«nf rdilnd lij J \\ |U 
liuci Xrw liirl Paul B Ilorlwr Inc^ 19G0 
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CLINICAL NOTES 

Unusual Allergic Reaction to 
Iron-Dextran Complex 

Lawrence R Lofius, H! D, Sacramento, Cahf 


Since its introduction into tins country two years 
ago, iron-de\tran complev (Imferon) has been used 
quite widely Few severe allergic manifestations 
have been reported The following case report con¬ 
cerns an apparent allergic reaction to iron-dextran 
complex which has not previously been reported in 
the medical literature It is substantiated by a 
microscopic pathology report 

Report of a Case 

A 45-year-oId woman was hospitalized on July 
3, 1959, for a hysterectomy because of a uterine 
fibroid tumor which had been growing rapidly over 
the previous year She had normal menstrual pe¬ 
riods, and Papanicolaou smears gave normal find¬ 
ings Her own history, family history, and review 
of systems were noncontributory No previous al¬ 
lergies had been noted Physical examination gave 
entirely normal findings, except for a 1-cm nodule 
in the left breast and a large irregular uterus The 
spleen could not be felt, and no lymph nodes were 
palpable 

On July 4, 1959, the patient was premedicated 
with 50 mg of meperidine (Demerol) hydrochlor¬ 
ide, 25 mg of promethazine (Phenergan) hydro¬ 
chloride, and 1/200 grams of atropine Anesthesia 
was induced with sodium pentothal, 0 75 Gm, 
nitrous oxide, and oxygen A complete hysterectomy 
was done, along with excision of the nodule of the 
left breast She was given 1,000 cc of 5% glucose 
in water but no blood during the operation The 
pathological diagnosis of the removed tissue was 
(1) chronic cervicitis with benign squamous meta¬ 
plasia, (2) intramural fibromyoma, (3) large endo- 
mural polyp, adenomatous, and (4) fibrocystic dis¬ 
ease of breast 

The patient did well postoperatively, however, 
lier hemoglobin level was somewhat low There¬ 
fore, on Aug 2, 1959, at 2 p m , she was given iron- 
dextran complex, 1 cc, intramuscularly in the left 
buttock by the Z technique On Aug 3, 4, and 5, 
at 9 a m , she was given 2 cc of iron-dextran com¬ 
plex intramuscularly The injec tion of Aug 3 was 
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given m the right buttock, but the sites of the othe 
two injechons were not recorded On Aug 5 ht 
temperature, which had been normal, rose to 100 
F (38 0 C) On that morning for the first time sh 
complained of an exquisitely tender mass in he 
left inguinal region The mass appeared so rapidl 
and was so tender that surgical consultation wa 
sought The gynecologist and surgeon believed tha 
this mass represented an incarcerated left inguina 
hernia Consequently the patient was returned t 
surgery At the time of operation it was found tha 
this mass consisted of markedly enlarged lympl 
nodes, which nodes were excised No hernia wa 
evident The incision was then closed 

Because of the finding at operation, I, as an in 
ternist, was consulted I first saw tlie patient the 
next morning, on Aug 6, 1959, and at that time 
the findings of the physical examination were un 
changed from those previous to admission, excep! 
that she had a 1-cm lymph node m the left axilla 
and a few small lymph nodes in her neck and right 
groin, all of which were nontender The spleen was 
palpable on deep inspiration A mild erythematous 
rash was noted over her abdomen and back Her 
temperature was 100 7 F (38 1 C), she was vomit 
mg profusely and appeared acutely ill That same 
evemng, because the vomiting continued, she 
was given chlorpromazme intramuscularly, which 
stopped the vomiting She contmued to have a fever 
(100 to 101 F [about 38 C]) with malaise On Aug 7 
at 10 pm she suddenly developed painful, exqm 
sitely tender nodes in her right groin and contmued 
to appear acutely ill 

On Aug 8 at 9 a m the pathologist’s report of 
the resected lymph nodes was received and read 
as follows “Specimen Lymph nodes from left m 
guina area Age 45 Gross description The speci 
men is two dissected portions of fatty and fibrous 
tissue, both containing circumscribed, encapsulated 
nodular masses resembling lymph node, and meas 
uring 1 5 and 13 cm m largest dimension Each oi 
the nodes has a somewhat bright yellowish-^a) 
central stroma, and one of the nodes cuts wit 
somewhat gritty or gristly resistance There ap 
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pears to be grossly an alteration of the node pat¬ 
tern, but no discrete tumor nodules and no large 
granulomas are identified Representative portions 
embedded” The microscopic description was as 
follows “Sections of lymph nodes show much 
hyperplasia of lymphoid and reticular cell elements 
with a large amount of brown pigment in macro¬ 
phages throughout the lymph nodes though gen¬ 
erally confined to the widened cortical areas There 
IS also some fibrous thickening of the node capsule, 
and extension of lymphoid cells into the pen-nodal 
stroma No primary or metastatic mahgnancy is 
identified, and no granulomata are found This is 
considered to represent hemosiderosis of the lymph 
nodes, possibly a dermatopathic lymphadenibs 
Diagnosis Benign hpo-hemosiderosis of lymph node 
(? dermatopathic lymphadenitis)’ A Prussian blue 
stam requested after receiving this report revealed 
the pigment to be hemosiderin 

Immediately thereafter the patient was given 
triamcinolone, 4 mg every si\ hours Eighteen 
hours after the beginning of steroid therapy the 
temperature suddenly dropped to normal, and tlie 
patient felt markedly better By 48 hours after the 
beginning of the steroid tlierapy the rash had 
cleared, the spleen was no longer palpable, her 
temperature was normal, and the lymph nodes m 
the nght groin were much smaller and much less 
tender Consequently the patient w'as disclnrged, 
her progress to be followed as an outpatient The 
steroid therapy was given for a total of five days 
and then reduced and stopped On follow-up e\- 
aminabon 10 days later no lymph nodes were 
palpable, and the spleen was not palpable She 
continued to feel well and has continued so on 
repeated exammations since then All other 1 ibora- 
tor}' studies, including multiple white blood cell 
and differentials counts, coagulation time, bleeding 
time, morphology, thymol zinc flocculation, blood 
culture and heterophile, showed normal findings 

Comment 

Iron-de\tran complex was origin illy described 
by the Council on Drugs m The Journal, March 
22, 1958, in the following words “No serious sys¬ 
temic or local reactions have been obsen^ed, al¬ 
though a mild type of urticarial reaction is occasion- 
illy encountered Rarely, a more generalized type 
of reaction that is tjqiical of any parenteial injec¬ 
tion may follow the admmistration of iron-de\tran 
complex This may be characterized by headache, 
fever, malaise, nausea, vomiting, achmg of lower 
extremities, and regional lymph adenopathy ’ ‘ A 
personal commumcation received at the time of this 
"Titmg from tlie vice-president for research of Lake¬ 
side Laboratories, who produce the drug, states 
that this IS still the only tjpe of reaction of which 
they are aware It xvould appear tint this patient 
suffered a different reaction from that preiaousK 


described in The Joubnal Certainly this was not a 
reaction "typical of any parenteral mjechon ” 

In 1957 several reports appeared in the British 
literature concemmg the mode of absorption of 
iron-dextran complex It was proved to take place 
by the lymphatic route “ The lymphatic drainage 
of the skin and the superficial fascia of the gluteal 
region is to the superfcial ingumal lymph nodes 
The deep lymphatics of the gluteal muscles pass 
to the external iliac lymph nodesBecause of the 
recent editorial m the British Medical Journal * con- 
cermng the carcinogenic risks of iron-dextran com¬ 
plex, a tliorough renew of the microscopic sections 
from this case was undertaken Articles from the 
British and American literature ° concerning the 
experimentally produced malignancies in laboratory 
inimals were also reviewed No changes xvhatso- 
ex'er were found m our sections to indicate an 
alteration suggestive of malignancy 

In view of the clinical history of this case and 
of the pathological examination of the lymph nodes 
removed at surgery, it might be well to consider 
that the symptoms are allergic reactions to the 
drug The prompt and complete response to steroid 
theiapy further confirms this impression 

Summary 

A patient showed an unusual allergic manifesta¬ 
tion to iron-dextran complex, marketed as Imferon 
Microscopic sections of the involved lymiih nodes 
rex'ealed benign lipohemosiderosis The reaction 
responded promptly to steroid therapy 

2615 Eye St (16) 
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Oculogyric Crisis After a Small Dose 

Of Perphenazine 

Case Repoit of an Eight-Year-Old Girl 

Pfiihp ] Kozmn, M D, and Harry IT' icner, M D, Brooklyn, N Y 


Increasing evidence lias appeared in recent 
months that the use of tranquihzing drugs of the 
plienotliiazine class can be complicated by a host 
of unusual central nervous system effects, ranging 
in seventy from a mild extrapyramidal seizure to a 
clinical picture which is temporarily indistinguish¬ 
able from tetanus ' Children appear to be partic¬ 
ularly susceptible to these side-effects An infection 
of the central nervous system usually is diagnosed 
first The physician who is aware of this problem 
can make the correct diagnosis on the basis of the 
history of ingestion of the drug, the absence of 
clinical or laboratory evidence of disease of the 
central nervous system, and the prompt recovery 
made only on symptomatic treatment 

Side-Effects 

When extremely large doses of the phenothiazine 
drugs are administered, as in psychiatric patients,’ 
the extrapyramidal side-effects tend to be more 
frequent These side-effects usually have been re¬ 
ported only in patients who have received average 
or larger doses ’ It may be of interest to call atten¬ 
tion to an unusual central nervous system reaction 
ivhich followed the administration of a small single 
dose of perphenazine, one of the phenothiazine 
drugs A moderately severe respiratory infection 
developed in an 8-year-old girl weighing 52 lb 
(23 6 kg), on Feb 10,1959 Bed rest, penicillin, and 
tetracycline were prescribed Five days after ap¬ 
parent recovery and complete cessation of these 
drugs, 1 mg of perphenazine was given at bedtime 
for hyperactivity, restlessness, extreme nail biting, 
excessive perspiration and general tension The 
child slept late the next mormng, and all day she 
was sluggish in her movements, slow m her re¬ 
sponses, unable to hold her head up for more than 
a few minutes, and forced to lie down frequently 
She complained that her eyes hurt 

In the evening, 24 hours after the single 1-mg 
dose of perphenazine had been administered, she 
cned out, and it was found that both eyes turned 
up to the right, and that her neck was held in a 
painfully opisthotonus position She was fully con- 

From the Department of Pedmtncs, Maimonides Hospital 


scious and apparently quite alert, able to wall 
around, yet unable to close her eyelids or contro 
her eye or neck muscles, and complained of pan 
in both at these areas This reaction lasted 3{ 
minutes 

She then fell into a deep and long slumber Thf 
next day, she again was weak and hstless, and ir 
the early afternoon, 41 hours after the ingestion ol 
the tranquilizer, she suffered another oculogyric 
crisis, similar in all respects to the preceding one 
except that it lasted two hours She again fell into 
a deep sleep Upon awakening several hours later, 
she felt well and has not complained of neurological 
symptoms since 


Chohnesterase Level Up 

Physical and neurological examinations yielded 
no unusual results nor did a series of laboratory 
examinations performed the next day They showed 
a hemoglobin level of 14 gm per 100 cc, and a 
white blood cell count of 8,420 with 2% band cells, 
66% polymorphonuclear cells, 29% lymphocytes, 27c 
eosinophils, and 1% basophils The calcium level 
was 8 8 mg, phosphorous level 4 3 mg, alkaline 
phosphate level 21 King Armstrong units, and cbo 
lesterol level 250 mg The blood sugar level was 
82 mg % and urea nitrogen level 19 mg % Unnaly 
SIS gave negative findings However, the blood 
cholinesterase level measured 434 units, an un 
usually high figure as the normal average is about 
200 units (Chohnesterase activity was measured bv 
ultraviolet spectrophotometry with 5 X 10’ 1^1 
benzoylcholine as substrate) This activity is ob 
served m about 1 of 500 persons The significance 
of this in relation to tlie present illness is not known 
The dibucaine number was 827, a normal figure 
(The inhibition of serum chohnesterase %vas deter 
mined with a concentration of dibucaine at 10 ’ M 
Tlie degree of inhibition measured and expressed 
m per cent has been termed “dibucaine nurnber j 
The chohnesterase value and dibucaine number o 
the parents and an older sibling were found to be 
normal ■* The child’s history did not contribute any 
thing significant, but the family history uncovere 
a maternal great-aunt and a great-uncle who 
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petit mal Furthermore, the maternal grandparents 
were first cousins, and considerable consanguinity 
was present in their forebears A roentgenogram of 
the gu’l’s skull show'ed normal findmgs An electro¬ 
encephalogram made two days later showed con¬ 
siderable slowing of the cerebral rhythm over the 
entire brain area, but no evidence of focal abnor- 
malitj' w’as seen This electroencephalographic ex¬ 
amination w IS repeated a month later and inter¬ 
preted as showing immaturity m organization for 
the 8-year-old level 

Forced conjugate or askew movements of the 
eyes, commonly referred to as oculogyric crises, in¬ 
dicate e\trap\Tamidal involvement and are seen in 
persons with parkinsonism and m chronic encepha¬ 
litis While the occurrence of extrapyramidal side- 
effects w'ltli perphenazine has been emphasized,’ 
there have been no published reports of oculogjTic 
crisis How'ever, upward deviation of the eyes has 
been recorded as part of a more generalized clinical 
picture of extrapvramidal seizures in the case of 
prochlorperazine “ 

The piescnt case is chaiactenzed by a m irked 
disproportion between the extent and duration of 
the central nervous system reaction and the small¬ 
ness of the dose Only a single dose of 1 mg was 
given to this S-yeir-old girl, whereas the usual 
orally given dose of perphenazine for children be¬ 
tween 1 and 6 yeais of age is 2 mg administered 
two or three times daily and 4 mg administered 
three or four times daily for those betw'een tin 
iges of 6 and 12' 

It IS possible that tins unusu il lesponse to a 
small dose of perphenazine might have been cor¬ 
related with an unusual excitability of this childs 
central nersanis svstem The history of petit mal in 
two of her relatives suggests the possibility of 
some genetic tendency tosvards epilepsy or its 
equiv dents uid the persistence of the electroen- 
cephalogi aphic abnormality' suggests the likelihood 
that such electroencephalographic changes had been 
present prior to this particular episode The facts 
presented heie do not point conclusively to such a 
correlation, but it would seem leasonable to weigli 
cucfully the indications for the use of phenothia- 
/inc denvatis'cs m children wdio have a personal or 
fimilv bickground of cerebral dvsrhythmia 


Klein " emphasized two points 1 Persons w ith 
prior brain injury or with mental deficiencs are 
more prone to a midbram symdrome following the 
use of certain tranquilizers 2 This reaction occurs 
most frequently m unusually hot w'eather, w Inch m 
turn suggests some disturbance of the heat-regul i- 
toiy center 

Summary 

Tw'o oculogyric crises occurring 24 and 41 hours, 
respectively', after the administration of a single 
1 mg dose of perphenazine are reported The 
effects of this unusually low' dose w'ere prolonged 
The present investigation and the review' of the 
literature both suggest that underlying organic 
brain disease and extremely hot weather make yra- 
tieiits moie susceptible to the neurological side- 
effects w'hich are induced bv the more potent 
phenothi izine derivatives 

141-05 Newport A\ e Belle H irlior 94, Long Isl ind, 
N y (Dr Kozinn) 

Tins stuclj was supported in inrt by the Jewisli Plnl ni- 
thropiL Lcigne of Brooklyn N y 

The scrum cholinesterise \alue md dibnciine number 
were determined in the libontorj of W Kalow, M D 
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P ATIENTS DESPAIRED OF TOO OFTEN —In the inquiry of disc ises thes 
do abandon the cures of mans', some as in their nature incurable, and others 
as passed the period of cure, so tint Sslla and the Triumsirs neser proscribed 
so ni uiy men to die, as thev do bv their ignorant edicts s\ hereof numbers do escape 
with less difficults' than they did m the Roman proscnptions Therefore I will not 
doubt to note as a deficience, that thes inquire not the perfect cures of mans 
diseases, or extremities of diseases, but pronouncing them incurable do enact i 
I US' of neglect, and exempt ignorance from discredit -F Bacon Ads incement of 
Leirning edited bs W A Wright Oxford Chiendon Press 
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Antibiotics in Tests for Toxicity of Snake Venom 

Floyd Boys, M D, Paul Beamer. DVM,PhD 
and Hobart M Smith, Ph D, Urbana, III 


Preliminary experiments on tlie effects of snake 
venom on rabbits have revealed that the injection 
of solutions of venoms as ordinarily supplied, al¬ 
though under aseptic conditions, may be followed 
by indications not only of venom poisoning but 
also of bacterial action Experimental and clinical 
observations on cases of snake envenomization 
herein antibiotics have not been employed (to 
wit, in animal experiments to eliminate any bac¬ 
teria contaminating the venom, and m naturally 
envenomated animals or humans to prevent or 
minimize secondary tissue bacterial contamination), 
cannot be accepted as reliable indicators of venom 
action since bacterial action may be an important 
factor m the symptomatology and results of the 
envenomization 

Tlie Problem 

The scientific liteiature of recent years has in¬ 
cluded several publications which appear to sub¬ 
stantiate the above conclusion In 1956, Parrish and 
others' reviewed the literatuie pertaining to the 
bacterial contaminants m the mouths and the venom 
glands of venomous snakes and found only 28% of 
the venoms to be sterile In the contaminated 
venoms, 10 species of bacteria were levealed which 
were mostly gram-negative and gram-positive rods 
On the basis of these findings, Parrish urged the 
routine use of a wide-spectium antibiotic in snake¬ 
bite therapy In experimental investigations held 
before this particular study was reported, Panisli 
had become aware of the foieign bacteriological 
variable which is introduced by the use of un- 
stenlized or contaminated venom He leported" m 
1955, for example, a study of dogs which had been 
injected with antibiotics aftei the venom injections, 
and he observed that the pathological tissue 
changes which accompanied envenomization weie 
significantly modified and reduced 

In reference to an early account, that of Kell- 
away and Williams in 1933, Christensen also 
pointed out that “most preparations of dried venoms 
are contaminated with a variety of bacteiia, in¬ 
cluding pathogenic microbes of the Clostridium 

Associate Professor of Health Education (Dr Boys), Professor of 
Veterinary Pathology (Dr Beamer), and Professor of Zooloj,> (Dr 
Smith), University of Illinois 


group ” Christensen also stated that Prevot ’ m 1951 
had recommended the sterilizahon of snake venom 
solutions with penicillin Although he admitted 
that the potency of venom might be reduced bv 
filtration, Christensen stated that filtration was the 
best method for sterilization 
Despite these and other contraiy indications, 
most research studies on venom toxicity and snake 
bite therapy have been conducted without the 
benefit of bacterial control The results from such 
experiments as these are open to serious question 
because of the difficulty or impossibility of differ 
entiating betxveen venom effects and bacterial 
effects 

Experimental Materials and Method 

In our experiments, male albino rabbits (Orycto 
lagus cumculus) weighing 15 to 2 5 kg (3 to 5 lb) 
were injected with 0 83 to 17 cc of fluid which 
consisted of purchased lyophilized venon, obtained 
from pooled extractions fiom Texas diamondback 
rattlesnakes (Crotalus atrox) in sterile isotonic so 
diiim chloride solution 

The preparation w.is made immediately before 
it was to be used, because venom detenorates 
rather rapidly in solutions (Chnstensen,'' p 48) 
Ultimately the volume of the injected fluid was 
standardized at 100 cc varying as desired the 
amount of venom in solution in order to produce 
a minimal and essentially uniform tissue disturb 
ance 

The injections were always made into the left 
thigh at the level of the proximal half of the pos 
tenor part of the biceps femoris muscle, with a 
1-cc or 2-cc hypodermic syiinge and a l-m 
(2 54-cm ), 22-gauge needle Aseptic techniques were 
followed, including the use of sterile solutions 
(with the exception of the introduction of the dned 
venom crystals), steiile syringes and needles, stenlc 
rubber gloves, and clipped and alcohol-cleaned 
sites of injection 

Results 

Despite these precautions, in four of the first su 
expel imental rabbits, all of which had reccne< 

4 to ^0 mg of venom per kilogram of body weigut- 
bacterial action near the site of injection was cvi 
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denced in the form of conspicuous gas formation 
Disparifaes m time of survival, as related to quan¬ 
tity of venom received, could well have been due to 
variations in bacterial contamination of the venom 
solution 

After this experience with the first six rabbits, 
cultures of the venom solution were made on blood 
agar and in thioglycolate broth No growth oc¬ 
curred on the blood agar plates, but luxuriant 
bacterial growth was obser\'ed in the thioglycolate 
broth The organism was i gram-positive, spore- 
forming, anaerobic bacillus, it was regarded as a 
member of the genus Clostridium No bacteria 
could be cultured from freshlv prepired venom 
solutions to which had been idded 1 part in 10 of 
in antibiotic solution, each cubic centimeter of 
which contained 100 mg of streptomvcin and 20,000 
IU of penicillin G The antibiotic-treated venom 
solution was placed in an incubator at 37 C (98 6 FI 
for 30 minutes for deactivation of the bacteria This 
particular temperature was used for incubation be¬ 
cause, as Klauber" (p 759) pointed out, tempera¬ 
tures below 37 C have little oi no effect on the 
venom itself We preferred use of the antibiotic- 
treated venom over filtered \'enom because of the 
sunphcity and economy of preparation and the pur¬ 
ported lesser danger of alteration of the venom 
md its effects 

All eight of the subsequentlv studied experi¬ 
mental rabbits received antibiotic-treated injecbons 
of venom In all of these animals, as described in 
other reports in press, the expected signs of en- 
venomization ippeared, and the rates of survival 
were in accord with the amounts of venom received 
It was, therefore, concluded that the antibiotic had 
no significant influence on the potency of the 
venom Furtheimore, at autops\, no gas formation 
was observed in tlie rabbits treated with the venom- 
intibiotic-treated venom and no bacteria were evi¬ 
denced on microscopic examination of tissues from 
the sites of inoculation 


Conclusions 

We agree with Pamsh and others ’ that, m studies 
of this nature, it may be necessary to treat the 
experimental animals as well as the solutions of ven¬ 
om with a wide-spectrum antibiohc All bacterial 
spores may not become inactivated by simple anti- 
biotie treatment of the venom solution The results 
obtained m this ammal experimentation, which are 
beheved to be corroborated by previously pub¬ 
lished reports, are taken to confirm the observation 
that the pathological changes accompanying en- 
venomization (naturally acquired, or artificially in¬ 
duced) cannot be attributed to venom action alone 
if bacterial contamination of the venom had not 
been controlled by the appropnate use of anti¬ 
biotics Without such antibiotic control, the bodily 
effects of bacterial achon may w ell exceed those of 
the venom itself, and the pathological bssue changes 
subsequently be misinterpreted as being due solely 
to the acbon of the venom 
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T reatment of chloroform poisoning-T he practice of Imsemig 

the head and i aising the feet of a patient \s ho is suffenng from an os crdose of 
chlorofomi is said to base been introduced bv Nelaton one of tlie best knossaa 
French surgeons of the middle of the nineteenth centurs It ssas not long after 
chloioform had come into use and not much ssas kaiossn about it Nelaton hid i son 
ten or tss'elve sears old and the bo> hid some sshite mice ssath sshich he ssas fond 
of plas'ing One das Nelaton cime into the bovs room and found him chloroforming 
his mice and greatls amused because sshen they ssere completels anesthetized he 
could bnng them to almost immedntels bv holding them up bs their tails \el iton 
took this hint that a failure of blood-supply to the brain ssas at least one of tlie 
causes of death under chloroform and treated Ins pahents accordingls His example 
ss as soon folloss ed bs tlie profession generalls -J B heeler Memoirs of i Small- 
Tossai Surgeon Ness lork Fredenck A Stokes Compans 1935 
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Accurate Placement of Artificial Emboli 

A Problem in the Treatment of Cerebral Angiomas by the Embolization Method 

Paul R Ro<senbliith, M D, Richard Grossman, M D 
and Rehsano Anas, M D , Chicago 


Tile management of laige angiomatous malfoi- 
mations of the biam has long concerned the neu¬ 
rological suigeon The use of h>Tiotheimia, allowing 
temporaiy interruption of the carotid and vertebral 
arteiies m the neck or of the large feeding arteiies 
mtracranially, has frequently permitted an aggres- 



F,g 1 _Right carotid arteriogram, demoiistrafing paiieto occipital arteriovenous 

malformation 

sive and successful surgical appioach A consider¬ 
able number of these lesions, howevei, remain too 
extensive and formidable foi direct resection Since 
the angiomas cause neurological symptoms by 
either bleeding or diverting blood into a pathologi- 

From the Department of Neurological Surgery, Cook Counta Hospital 


cal shunt to the detriment of adjacent areas ivliicli 
become ischemic, some foim of rational treatnienl 
IS needed Neither ligation of the great vessels in 
die neck nor x-ray therapy has been found helpful' 
Luessenhop and Spence " described an ingenious 
method whereby artificial emboli were introduced 
into the carotid artery in (lie 
neck and stated, “The differen 
tial in blood flow between an 
arteriovenous malformation and 
die surrounding brain, plus the 
differential m size among the 
arteries directly feeding tlie mal 
formation, the branches to tlie 
brain, and the small artenes at 
the beginning of the malforma 
tion, will always lead an embolus 
of proper size to a site of anest 
at the beginning of the malfor 
mation ” The authors described 
one clinical case that supported 
their contention that the emboli 
would always be earned to a site 
of arrest at the beginning of tlic 
malformation 

Shortly after publication of 
tins repoit, a patient was ad 
mitted to the neurosurgical sen 
ice of the Cook County Hospital 
with a history of progressive 
left-sided hemiparesis greater m 
the leg, left-sided jacksonian 
convulsive seizures, and mental 
deterioration The spinal Hw'' 
was blood tmged A nght caro¬ 
tid arteriogram demonstrated a 
large parietal and occipital ar 
teriovenous malformation fiHo’o 
principally from the right posio 
nor communicating-posterior cerebral artery (fig 
There was no filling of the anterior cerebral arteo> 
and It was theorized that the symptoms were o 
to the hemorrhage and to ischemia of that porn 
of the nglit cerebral hemisphere irrigated by 
anterior cerebral artery The malformation did 
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appear resectable to us and, in view of the progres¬ 
sive symptomatology, the embolization procedure 
was felt to afiFord a chance of diverting the nglit 
cerebral circulation from the angioma and pre¬ 
venting furtlier hemorrhage 

Sphencal acrylic emboli were fashioned measur¬ 
ing, respectively, 2 0, 2 5, and 3 5 mm in diameter, 
ind radiopaque markers were incorporated into 
these emboli which were introduced into the right 
internal carotid artery at mter- 
vals while testing the neurologi¬ 
cal status under local anesthesia 
Postoperative angiography (fig 
2) demonstrated that none of the 
emboli had entered the mam 
parent vessel feedmg the aneu- 
r)'sm (postenor communicating- 
postenor cerebral artery) but 
hid continued up the carotid 
siphon, where all tliree were 
lodged in the area of origin of 
the anterior and middle cerebral 
artenes Fortunately, there was 
no increase in the patient s neu¬ 
rological deficit 

Summary and Conclusions 

Artificial embohzation treat¬ 
ment of an artenovenous mal¬ 
formation of the brain by the 
technique descnbed by Luessen- 
hop and Spence was attempted 
The emboli were not earned to 
the malformation arising from 
the posterior commumcatmg— 
postenor cerebral artery but 
lodged mstead in the distal ca¬ 
rotid siphon It appears, there¬ 
fore, that the assumption of 
Luessenbop and Spence that artificial emboli will 
always be carried to the malformation is not valid 
The failure of the emboh to enter the mam arterial 
feeder of the arteriovenous malformation (poste¬ 
nor communicating-posterior cerebral artery) in 
this instance may be due to the fact that this artery 


arises from the carotid siphon at an approvimate 
right angle and that, although its lumen was larger 
than normal, it was still smaller in diameter tlian 
the siphon distal to it The embohzation technique 
may prove more applicable to vascular malforma¬ 
tions which are fed principally by the anterior and 
middle cerebral arteries, winch are the true end 
arteries of the carotid siphon 
104 S Michigan Ave (3) (Dr Rosenbluth) 



Fig 2 —Postoperative carotid arteriogram Opaque markers in artificial emboli can 
be seen lodged in distal carotid siphon while circulation to angioma is unaffected 
This IS a later phase than exposure made in figure 1, and large artenalized veins can 
be seen draining angioma 
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V ISITING CONSULTANTS —In order to make use of Staff members who, 
though retiring because of age, were still sound m mind and body, the new 
posihons of Consulting \ isiting Phisician and Consulting Visiting Surgeon 
were created This seemed to be a good way to make use of seasoned teachers, 
appomhng them from vear to \ ear md giving them special assignments Accordmgly 
Dr Lcland S McKittrick was appointed Consulhng Visiting Surgeon on March 18 
Likewise the Chief of any senice was autlionzed to ask anv member of the Board 
of Consultabon to take part in [Massachusetts] General Hospital actiiaties m con¬ 
nection with teaching tliat w'ould not interfere wath the assigned achwtics of regular 
Staff members —N W Taxon, The Massachusetts General Hospital 1935-1955, Cam¬ 
bridge, Mass , Harvard Universiti Press, 1959, page 118 
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Unusual Natural Immunity to Cancer 

E Sherburne Lovell, M D, Springfield, Vt 


Since cancer is considered by its very nature to 
be a jirogressive, relentless, irreversible disease, 
successful treatment is obviously dependent on 
complete obliteration or extirpation of all malig¬ 
nant cells, eithei at tlieir primaiy site of origin or 
in metastatic sites accessible to various forms of 
therapy The appearance of distant metastases after 
initial definitive treatment suggests disseminated 



Roentgenogram showing rounded area of homogeneous 
density in dorsal segment of lower lobe of right lung 


malignancy, generally tantamount to a hopeless 
situation When, therefore, definitive therapy for 
cancer is followed by disseminated metatases over 
a period of several years, yet is not accompanied by 
the anticipated over-all deteiioration and exodus of 
the patient, it represents an unusual state of affairs 
Such a case is herein leported 
Whether such a situation represents spontaneous 
regression of cancer or an unusual degiee of host 
lesistance or natural immunity to cancer is open 
to debate There apparently exists a large hiatus in 
medical knowledge concerning this phenomenon, 
and this may prove to be a most rewarding segment 
of cancer research m the future 

Everson and Cole,* m 1956, reviewed ovei 600 


cases of spontaneous regression of cancer m]y 
Iished or otherwise reported since 1900 Of these 
only 47 cases were sufficiently confirmed and docu 
men ted in all aspects to be considered as admissible 
under this general heading, 10 were neuroblastoma, 
8 were bladder carcinoma, 5 were malignant mela 
noma, and the remainder of the list included iso 
lated cases of tumors arising from breast, soft tissue 
(sarcoma), colon, kidney, oral cavity, ovary, uterus, 
lung, bone pancreas, and stomach 
Various factors would seem possible in explain 
mg the legression noted m some of tlie cases pro 
sented by Everson and Cole Otliers, however, 
would seem to have no known basis whatever The 
endocrine relationship of certain types of malig 
nancy, such as in the prostate or breast, may in 
some instances account for regression on the basis 
of hormone withdrawal or other alteration within 
the body Acute febrile or allergic states, or both, 
may prove to have a demoralizing effect on some 
tumors Compromise of blood supply, either spon 
taneous or during surgery and with or without 
actual slough of tissue, could have affected the 
tumor viability in certain other of the presented 
cases Elimination or a carcinogenic agent could 
have been responsible for the regression seen in the 
leported cases of bladder cancer, as m all but one of | 
these complete urinary stream divergency had been i 
performed Finally, the mexactness of differentia | 
tion between malignant and benign tumors is defi 
mtely acknowledged and actual error in histological t 
diagnosis is always a possible explanation for the 
apparent disappearance of a tumor This fact alone 
often paves the way for claims of cures, so cllara^ i 
teiistically made by cancer quacks 


Repoit of a Case 

A 49-year-old housewife was first examined m 
March, 1952, at which time her chief complain^ 
were a severe degree of constipation and the rewg 
aition of blood streaking in her stools Sigmoidos 
;opy was performed shortly thereafter and ga'^ 
entirely negative results, but a subsequent bariuin 
mema study revealed a nearly obstructing 
of the sigmoid, consistent with an annular car 
:moma As of that time her symptom were ess^ 
aally those with which she had lived for seier 
^eais and for which she had been seen and 
immed at the Lahey Clinic, Boston, in 
3 ugh investigation at that time had failed 
dose any evidence of large intestine pathology 
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On Marcli 24, 1952, a sigmoid rcs«ction with pn- 
mary end-to end anastomosis was earned out for 
an obstructing adenocarcinoma of the sigmoid 
Blood vessel invasion was reported by the patholo¬ 
gist, but 16 regional lymph nodes found in tlie re¬ 
sected specimen showed no endence of metastatic 
involvement Her course thereafter was essentially 
uneventful until November, 1954, about hvo and 
one half years later At tliat time, because of an 
apparent acute upper respiratory infection, compli¬ 
cated by hemoptysis, a chest \-ray was taken, and 
a rounded area of homogeneous density was noted 
in the dorsal segment of the lower lobe of the right 
lung (see figure) Examination of the lung fields 
gave negative results otherwise The chest x-ray 
taken at the tune of the resection of the colon gave 
completely negative findings Examination failed to 
disclose any other evidence of recurrent or meta¬ 
static disease, and the queshon arose as to whether 
the pulmonary lesion was a sohtary metastasis or 
whether it might represent a second pnmary tumor, 
ansing m the lung The problem was referred at 
that time to Dr M D Tyson, thoracic surgeon at 
the Hitchcock Clinic m Hanover, N H, for further 
evaluation Bronchoscopy gave no positive evidence 
of carcinoma, but in view of the obvious finding*’ 
It was felt that tins might well be a primary bron¬ 
chogenic carcinoma, and a pneumonectomy was 
performed by Dr "Tyson on Nov 19, 1954 The 
microscopic diagnosis of tlus lesion was adenocar¬ 
cinoma without demonstrable hilar node involve¬ 
ment, and it was considered impossible even under 
these circumstances to state whether this had been 
a pnmary carcinoma of the lung or still niiglit 
represent a metastatic lesion from the origin il car¬ 
cinoma of the colon 

Tlie pahent was seen periodically as an outpa¬ 
tient, and no unanticipated difficulties arose until, 
m March, 1956, 16 months postpneumonectomy, 
there was noted a postenor cervical lymph node on 
the left side, measuring 15 by 1 2 by 0 8 cm This 
was excised and the microscopic leport on this 
lesion was undifferentiated carcinoma, metastitic 
in a hyperplashc lymph node No otlier l)Tnphad- 
cnopatliy was noted at that time, but on May 14, 
about SIX weeks later, a second cervic d node w is 
noted m the postenor triangle on the right side, it 
it also was removed This node was found to be 
only a li}'perplastic lymph node, and no evidence of 
malipancy was found However, withm another 
h'o week interval, a large 4-cm, firm, rather fixed 
node w'as palpated in the right supraclavicular re¬ 
gion w'ell medially It xvas felt that this node xx’as 
too large, too fixed, and too adjacent to the major 
'essels at the base of the neck for total excision, 
^d only a porhon of tins was removed for biopsy 
This W'as reported as showing metastatic caremoma 
^yiu\ similar histology to the positive nodes th it hid 
prcnously been reported 

Because of this rapid sequence of events and be- 
chest x-rays had persistently given negative 


findmgs for evidence of further pulmonary or medi- 
astmal metastasis, the patient xx'as referred back to 
the Mary Hitchcock Hospital m Hanover, N H, 
for deep irradiation therapy, which was completed 
in June, 1956, it consisted of a total dosage of 3,600r 
m air, divided betxveen two 10 by 10 cm fields on 
eidier side of the neck and given xvith a 220 x'olt 
umt She expenenced a marked degree of radiation 
effect but othenx’ise tolerated the procedure sabs- 
factonly and progressed w'ell unhl September, 1957, 
at xvhich time she noted ratlier abruptly the pres¬ 
ence of a firm, enlarged, asymptomabc lymph node 
m the nglit grom, xvhich sbe felt had been present 
only a matter of a fexv days This xvas excised and 
the microscopic report xx'as metastahe carcinoma in 
lymph node as had been suspected on gross ex- 
ammabon At this bme the residual right supra- 
clax'icular node, xxliich had been only partially re¬ 
moved for biopsy tlie preceding year, xx'as still 
present although markedly diminished in size and 
still appeared to be rather fixed to surrounding 
tissues It xvas felt that this change xvas entirely the 
result of her deep irradiahon therapy 

No additional lymph nodes or other evidence of 
metastabc carcinoma have appeared since that bme 
At the bme of this xx’nbng the pabent has remained 
xx'ell considering her functional Iimitabon secondary 
to her pneumonectomy She has taken up the game 
of golf She cared for her husband until he died of 
portal cirrhosis, autopsy revealing an incidental 
caicmoma of the lung Moreover, she has gained 
10 lb (4 kg), and her present xx'eight of 104 lb 
(47 kg) IS 5 lb (§ kg) more than she xveighed after 
her first operahon 

Her latest complete physical examination, Feb 
12, 1960, sbll revealed no evidence of any nexv 
metastatic involvement, and the previously palpable 
right supraclavicular node xvas even smaller than 
it had been bvo years ago and xx'ould, under ordi¬ 
nary circumstances, not be idenbfiable as possiblx 
being a mahgnant lymph node Her chest x-rax' 
ilso gave negative results for metastatic disease 

Comment 

Tins case seems to represent an example of it 
least temporary spontaneous regression, it illustrates 
also the advantage of removing operable metas- 
tases such as sohtary Ijonph nodes rather than 
idophng a fatalisbc attitude once a recurrence de- 
x'elops and that physiaans should be c ireful in pre¬ 
dicting early death once metastases develop One 
cm trutlifiilly tell pahents or then relabx'es, or 
both, that they hax'e good reason for hoping their 
condibon xxall be one of those xx'hich regresses, 
cx'cn though this phenomenon is rather uncommon 
Witli fexx excepbons, this xxill be of great solace to 
the pabent and his famdj 
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DEPARTMENT OF DEFENSE 

Reserve Commissioning Program-A bulletin ex¬ 
plaining the Armed Forces Reserve Medical Officer 
Commissioning and Residency Consideration Pro¬ 
gram ( Berry Plan ) for 1960 medical school grad¬ 
uates IS now available Copies of the bulletin and 
applications for participation in the program have 
been mailed to all students who graduated or will 
graduate in 1960 


NAVY 

Captain Newman Promoted —Capt Langdon C 
Newman, MC, USN, Commanding Officer of the 
Naval School of Aviation Medicine, was promoted 
to the rank of Rear Admiral 

Personal—Rear Admiial Walter F James, M C, 
district medical officer of the ninth naval district 
since 1955, was retired in June after more than 34 
years of active service Admiral James was relieved 
by Rear Admiral Courtney G Clegg, M C, U S N, 
wlio took over his new assignment after a tour of 
duty in the fourteenth naval district, as fleet medical 
officer for the United States Pacific Fleet Com¬ 
mand —Captain Earland E Hedblom, M C, who 
IS head of the Department of Cold Weather 
Medicine at the Naval Medical School, medical 
advisor to Operation Deep Freeze, and Cold 
Weather Medicine advisor to the Commandant, 
U S Marine Corps, was appointed medical con¬ 
sultant to the Arctic Institute of North America — 
Captain Frank T Norris, M C , was assigned addi¬ 
tional duty m the Bureau of Medicine and Surgery 
as the assistant for Personnel Control and Planning 
This assignment is m addition to his present duty 
as head of the Medical Corps Branch 

Retirements -The following captains were retired 
as of July 1 W V Clark, M C , D H Davis, M C , 
J C Early Jr, M C, G H Ekblad, M C , H H 
Haight, M C , G A Hopkins, M C , E T Knowles, 
M C, R W Murray, M C , C M Parker, M C, 
J W Rogers, M C, H W Rose, M C, V C Tip- 
ton, M C , P Vaughan, M C, R L Weir, M C, 
J A Grmdell, M C, N S Bigelow, M C, and 
L J Pope, M C 


PUBLIC HEALTH SERVICE 

Temporary Active Duty -One hundred and twenty- 
three medical, dental, engineenng, science, nursing, 
and veterinary students from 61 professional schools 


JAMA, Sept 17, iggo 

are now on temporary active duty with the U S 
Public Health Service as members of the Sen-ices 
Commissioned Reserve The students constitute the 
latest group to receive special training under the 
Service’s Commissioned Officer Student Traininc 
and Extern Program (COSTEP) Assignments under 
COSTEP are open each year to students in the 
categories mentioned who complete either their 
second or third year of professional education on or 
before July 1 and are interested in eventual careers 
in the Service’s Commissioned Corps 

Students selected for COSTEP are offered com 
missions in grades equivalent to second lieutenant 
in the Army They are then placed on active dut)- 
for a period not to exceed 120 days Opporhinities 
for either medical or dental internships or active 
duty on graduation are also available to qualified 
students The largest number of students under 
COSTEP are employed by the Service in the sum 
mer months, but the program is open the year 
around, and students attendmg schools operating 
on the quarter system can apply throughout the 
year 

The purpose of COSTEP is (1) to stimulate the 
interest of promising students in careers in the 
Public Health Service, (2) to enable students to 
further their professional knowledge while gainful 
ly employed, (3) to give students an opportunit)- to 
increase their understanding of and interest in the 
functions of government and independent public 
health agencies, and (4) to provide the Seivice with 
competent help during the vacation months 

The nature and location of assignments under 
COSTEP are, in general, as follows (1) laboratory 
assignments m medical research programs at the 
National Institutes of Health, Bethesda, Md, and 
the Communicable Disease Center, Atlanta, Ga, 
(2) clinical clerkships at Public Health Service hos 
pitals and other medical facilities m the United 
States usually open to students with three years of 
professional education, and (3) field assignments m 
public health activities The students this year are 
assisting with radiological health surveys, mental 
hygiene work, communicable disease eradication, 
water pollution control, dental research, and other 
public health activities 

Personal-Dr Joseph Hanford Gerber was ap 
pointed Director of the Center for Aging Researcii 
of the National Institutes of Healtli He was for 
merly Medical Officer in Charge of the Indian 
Health Area Office, Aberdeen, South Dakota he 
succeeds Dr G Halsey Hunt, who is now duet of 
the Division of General Medical Sciences of wdcn 

the Centeris a component Dr James P 

ge. Yellow Springs, Ohio, 
r a four-year term on the 

Council As a member of 
1 advise and make recow 


iresident of Antioch Collf 
vas appomted to serve fc 
-Jational Advisory Health 
rnnnpil. Dr Dixon wi 
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mendations to the Suigeon Gcneial on matters re¬ 
lating to health activities and functions of the Public 
Health Semce and advise on the activities of the 
Division of General Medical Sciences of the Na¬ 
tional Institutes of Health—Dr Eugene W 
Veverha, Medical Officer in Charge of tlie Public 
Health Senace Outpatient Clinic at Los Angeles, 
Calif, since Julv, 1959, was appointed Medical 
Officer in Charge of the Indian Health A.rea Office 
at Billings, Mont, eflFective Aug 5 

Nursmg Homes and Related Facilities —Nursing 
homes throughout the nation report i wide range 
in daily operating costs The booklet, ‘Costs of 
Operating Nursing Homes and Related Facihties,’’ 
cites costs from 36 studies in nursing homes, homes 
for tlie iged, ind boarding homes under proprie¬ 
tary, nonprofit, and public auspices A summary 
table highlighting tlie general range in costs 
among the different facilities shows that daily 
costs since 1957 vary from $3 38 m four Georgia 
nursing homes hanng 100 beds and over to S13 85 
m the 42 bed nursing home unit of a New Jersey 
hospital providing rehabilitation and occupational 
fherapv 

The 36 page repoit lists 59 articles, pamphlets, 
md reports that have been published m recent 
j'ears on costs and accounting records m special 
t)'pes of long term care facilities It is e\pected to 
be useful to administrators of these facilities, to 
state agencies responsible for the planning, con¬ 
struction, md licensure of nursing homes, to public 
issistance igencies, and others concerned with the 
costs of pioi’idmg care to the aged The repoit is 
ivaihble from the Superintendent of Documents, 
U S Gincrnment Panting Office, Washington 25, 
D C, for 20 cents i copy 

Dr Daft Honored —Di Floyd S Daft, director of 
the Nation il Institute of Arthiitis and Metabolic 
Diseases (NIAMD), National Institutes of Health 
Bethesda, Md, was elected president of the Amer¬ 
ican Institute of Nutrition Dr Daft will serve a 
one j-ear term beginning July 1, 1960, during which 
the Amencan Institute of Nutrition will be host 
society for the Fifth International Congress on Nu¬ 
trition, held m the United States this year for the 
first time On completion of his presidency in 1961, 
Dr Dift will serv'e as chairman of the Executive 
Committee of the Federation of American Societies 
for Expenmental Biology 

Other investigators from the National Institutes 
of Health elected to membership m the American 
Institute of Nutrition are Dr G Donald Whedon, 
assistant director of NIAMD, Dr Paul di Sant’ 
Agnese, Dr Jesse N Williams, Dr Milton Siher- 
"iin, Ernest G McDaniel, and Dr Richird S 
lamamoto, NIAMD, Dr Ernest M Parrott, Drs 
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Karl R Johansson and Jerome A Uram, Division 
of Research Grants, and Dr Julius White, National 
Cancer Institute The Amencan Institute of Nutri¬ 
tion IS one of the six scientific organizations which 
make up the Federation of Amencan Societies for 
Expenmental Biology It is dedicated to extension 
of the knoxvledge of nutnhon and to a closer rela¬ 
tionship betsveen investigators m nutrition and in 
related fields of interest 

Facilities for Tuberculous Patients —Improved 
methods of treatment have resulted in shorter 
periods of hospitalization for the tuberculous pa¬ 
tient As a result, fewer tuberculosis hospital beds 
are needed today than m the past The Public 
Health Service, m co operation with the American 
Hospital Association and the National Tuberculosis 
Association, appointed a six-member ad hoc com¬ 
mittee to study the changing needs in facilities for 
tuberculous patients The primary tasks assigned 
the committee are to analyze and review data on 
the incidence and prevalence of tuberculosis and 
the recent trends in the use of tuberculosis beds in 
order to determine the future need for tuberculosis 
facilities, and to develop principles to guide states 
and communities in the construction of new facili¬ 
ties and the conversion of exisbng facihties no 
longer needed for the treatment of the tuberculous 
patient 

Dr John J Bourke, Assistant Commissioner, 
Division of Hospital Review’ and Planning, State 
Department of Health, Albany, N Y, is chairman 
of the committee Other members are Dr James 
Raleigh, Medical Director of the American Thoracic 
Society, National Tuberculosis Association, New 
York, N Y, Dr Joseph Stocklen, Co-ordinator of 
Treatment of Ghronic Diseases, Eastside County 
Clinic, Celevland, Ohio, Mr Hiram Sibley, Secre¬ 
tary, Council on Planning, Financing, and Prepay¬ 
ment, Amenean Hospital Association, Chicago, Ill, 
Dr Edw'ard T Blomquist, Chief, Tuberculosis 
Branch, Division of Special Health Services, Public 
Health Service, Wishmgton, D C, and Dr Jack 
C Haldeman, Chief Division of Hospital and 
Medical Facilities Public Health Serx'ice 3Vash- 
mgton, D C 

FOOD AND DRUG ADMINISTRATION 

Folic Acid Preparations —Vitamin preparations con¬ 
taining more than 0 4 mg of fohe acid per dailv 
dose must be labeled for sale only on prescnption 
Existing stocks should be relabeled promptly, but 
a reasonible time will be allowed before court 
iction to enforce the ruling will be taken Although 
folic acid IS not itself harmful, it max mask the 
sx’mptoms of pernicious anemia when added m 
suflScicnt quanhties to the diets of persons with 
this disease thus it interferes w ith proper diagnosis 
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DEATHS 


Atwater, Franklin Earl, Plattsburgh, N Y , Albany 
(N Y) Medical College, 1944, interned at the Naval 
Hospital (National Naval Medical Center), Be- 
thesda, Md, an officer in the medical corps of the 
U S Naval Reserve from September, 1944, to May, 
1946, member of the American Academy of General 
Practice, certified by the National Board of Medical 
Examiners, associated with the Champlam Valley 
and Physicians’ hospitals, died June 13, aged 40, of 
asphyxia, probabl}' due to aspiration of vomitus 


Baker, Emory Dodge ® Spokane, Wash, Kansas 
City (Mo) Hahnemann Medical College, 1910, 
member of the American Academy of General 
Practice, died July 8, aged 79, of carcinomatosis 
and cancer of the colon 

Bartels, Edward Roy ® Dubuque, Iowa, State Uni- 
\ersity of Iowa College of Medicine, Iowa City, 
1953, interned at the General Hospital of Fresno 
County in Fresno, Cahf, associated with the Fin¬ 
ley, Mercy, and Xavier hospitals, was found m a 
wooded area about five miles svest of Galena, Ill, 
on July 21, aged 34, 10 days after his disappeai- 
ance 


Blanshaft, Albert ® Balboa Heights, Canal Zone, 
L R C P, Edinburgh, L R C S, Edinburgh and 
L R F P &S , Glasgow, Scotland, 1937, died July 3, 
aged 51 


Blumcnthal, Jacob Solomon ® Minneapolis, born m 
Rumania Oct 26, 1899, University of Minnesota 
Medical School, Minneapolis, 1924, member of the 
American College of Chest Physicians and the 
American College of Allergists, fellou'^ of the Amei- 
ican College of Physicians, past-president of the 
Minnesota Chapter of the Alpha Omega Alpha, 
veteran of World War I, clinical associate professor 
of internal medicine at his alma mater, on the staffs 
of the Mount Sinai, St Andrews, St Barnabas, 
Minneapolis General, and the University hospitals, 
died July 3, aged 60, of acute myocardial infarction 


Boyd, William Fletcher ® Cordova, Tenn , North¬ 
western University Medical School, Chicago, 1907, 
served as physician for Shelby County schools, dur¬ 
ing World War II was examining physician foi 
local board 83 of the Selective Service System, as¬ 
sociated with the Shelby County Hospital in Mem¬ 
phis, died in the Baptist Memorial Hospital, Mem¬ 
phis’ July 3, aged 77, of left carotid occlusion 


Bradshcr, Alver J., Clifton Hill, Mo , Missoun Med¬ 
ical College, St Louis, 1891, died m New Orleans 
July 1, aged 96, of coronary sclerosis 


@ laaic-Mc-i Mmlior of rt>e Xoiet.cm Medical Association 


Brooks, (^orge Evan, Morse, La, Lomsville (Kv) 
Medical College, 1885, died June 30, aged 97 of 
arteriosclerosis ’ 


Butz, Abraham Depue ® Pass-A-Gnlle Beach, Fla 
Columbian University Medical Department, Wash’ 
logton, D C, 1900, died in St Petersburg July 6, 
aged 80, of cerebral vascular accident 

Callahan, John Stanley, Wilburton, Okla, Univer 
sity of Oklahoma School of Medicine, Oklahoma 
City, 1924, veteran of World War 11, burned to 
death July 9, aged 62, when his home burned 

Chase, Arthur Alverdo ® Plainfield, Conn, Harvard 
Medical School, Boston, 1901, died June 11, aged 
80, of carcinoma of the prostate 

Clark, Sam Lillard, Nashville, Tenn, Vanderbilt 
University School of Medicme, Nashville, 1930, 
professor and head of the department of anatomy 
at his alma mater, where he was associate dean 
from 1945 to 1950, and for many years chairman 
of the admissions committee, served as president of 
the Vanderbilt chapter of Phi Beta Kappa and as 
a member of tlie board of directors of the Vander 
blit Alumni Association, a director of the Bill Wil 
kerson Hearing and Speech Center, secretary of 
the State Anatomical Board, a member of the ad 
visory committee on personnel for research of the 
American Cancer Society, member of the Harve) 
Cushing Society and the American Association for 
the Advancement of Science, past-president of the 
American Association of Anatomists, author of the 
last three revisions of Ranson’s “Anatomy of the 
Nervous System", served as editor of the American 
Journal of Anatonui, died m the Vanderbilt Uni 
veisity Hospital July 1, aged 61, of alveolar cell 
carcinoma 


Colley, Sanford Carl ® Mount Dora, Fla , Southeni 
College of Medicine and Surgery, Atlanta, 1914, 
past-piesident of the Lake County Medical Society 
veteran of World War I, a member of the board of 
directors of the Bank of Tavares and the Waterman 
Memorial Hospital m Eustis, died in Tavares June 
29, aged 71, of acute coronary occlusion 

Cooper, Frank Scott, Roanoke, Va, University of 
Maryland School of Medicine, Baltimore, 190-3, 
died July 5, aged 82, of heart failure 


>per George Francis, Baltimore, Nahonal Um 
sity of Arts and Sciences Medical Department. 
Louis, 1917, resigned from the regular Navy in 
7 served m the regular army, veteran of Worm 
r’l died m the Veterans Administration Bos 
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pital, Fort Howard, Md, July 2, aged 66, of astro¬ 
cytoma grade III, left frontal region 

Culhane, Moms James ® Rochester, N Y, Syra¬ 
cuse University College of Medicine, 1928, veteran 
of World War II, on the courtesy staff of St Mary’s 
Hospital, died at his summer home in Payne Beach 
July 7, aged 58, of carcinoma of the right lung and 
duodenal ulcer 

Di Lorenzo, Albert Terrence ® Waterbury, Conn , 
Georgetown University School of Medicine, Wash¬ 
ington, D C , 1941, pubhc school physician in Wa- 
terbur)', veteran of World IVar H, receiving the 
Purple Heart and the Presidential Unit Citation 
Award, associated with the Waterbury and St 
Mary’s hospitals, died July 13, aged 44, of coronary 
occlusion 

Douglass, Charles YorJr, Altadena, Cahf, Columbia 
University College of Physicians and Surgeons, 
New York City, 1914, died June 15, aged 76, of 
cerebral vasculir accident 

Durnin, Charles, Long Beach, Cahf, Trinity Med¬ 
ical College, Toronto, Ont, Canada, 1901, died 
July 3, aged 89, of cardiovascular degeneration 

Fiske, Frederick Adams, Bala-Cynwyd, Pa, Um- 
versity of Pennsylvania School of Medicine, Phila¬ 
delphia, 1930, specnhst certified by the American 
Board of Suigerj', fellow of the International Col¬ 
lege of Surgeons and the Aineiican College of Sur¬ 
geons, served on the faculty of Temple University 
School of Medicine in Philadelphia, wdiere he was 
associated vitli Temple University Hospital, St 
Lukes and Childrens Medical Centei, and St 
Josephs Hospital, died July 10, iged 56, of gen¬ 
eralized arterioscleiosis 

Frankel, Kurt Friedrich, New York City, Johann 
Wolfgang Goethe-Univeisitat Medizinische Fakul- 
tat, Frankfiirtam-Main, Prussia, Germany, 1919, 
died June 3, aged 67, of coronary occlusion 

Fuston, Arthur Elmore, Shelbyville, Tenn , Hospital 
Medical College, Eclectic, Atlanta, Ga, 1909, died 
July 2, aged 83, of thrombus second iiy to gangrene 
of the ankle 

Giesen, Charles Willnm ® Superior, Wis , College 
of Physicians and Suigeons of Chicago, School of 
Medicine of the University of Illinois, 1904, served 
as secretary and president of the Dougl is Countv 
Medical Socict), veteran of World War I, member 
of the American Acidemy of Dermatology and 
^'philology and the American Ac idem)' of General 
Practice, formerly a member and president of the 
Wisconsin State Boird of Medical E\iminers on 
the staffs of the St Josephs Hospitil and St Maiy's 
Hospital, vherc he died July 3, aged 81 of cerebril 
tlirombosis 


Goldman, Benjamin ® Ene, Pa, University and 
Bellevue Hospital Medical College, New York City, 
1922, fellow of the International College of Sur¬ 
geons and the American College of Surgeons, chief 
of the surgical section, Hamot Hospital, where he 
died July 13, aged 63, of intestinal necrosis of ob¬ 
scure cause 

Gray, Harry Joshua, Hartford, Conn, St Louis 
University School of Medicine, 1921, specialist cer¬ 
tified by the American Board of Otolaryngology, a 
member of the staff of St Francis Hospital, where 
he died July 6, aged 70, of pulmonary edema due 
to myocardial failure 

Grosskopf, Ernest Charles, Waukesha, Whs, Mil¬ 
waukee Medical College, 1897, veteran of W^orld 
War I, for many years superintendent of the Mil¬ 
waukee County Hospital in Wauwatosa, house 
physician for Waukesha Moor Baths, died July 8, 
aged 98, of heart failure and arteriosclerotic heart 
disease 

Hanson, George Berdelle ® Long Beach, Cahf, 
Northwestern University Medical School, Chicago, 
1927, interned at the Seaside Memorial Hospital, 
where he was on the staff, associated u'lth St 
Marys Long Beach and Long Beach Communits' 
hospitals, died June 25, aged 59, of acute adrenal 
msuflSciency 

Hartigan, William Stephen, Rochester, N Y, Uni¬ 
versity of Buffalo School of Medicine, 1910, felloss 
of the International College of Surgeons, formerly 
surgeon to police and firemen for the city of Roch¬ 
ester, served on the board of visitors of Craig 
Colony, Sonyea, afiihated with St Marys Hospital, 
where lie ivas president of the staff, on the medical 
board, and consultant surgeon, and w'here he died 
June 25, aged 73, of coronarv thrombosis and 
diabetes 

Hartman, John Valentine Geoigetown, Mass, 
Middlesex University School of Medicine, Waltham, 
1937, associated with Taslor Hospital m Ridley 
Park and the Clover Hill Hospitil in Lawrence, 
died July 11, aged 51, of acute coromry occlusion 

Ikeda, Kano, St Paul, born in Tokyo, J ipan, m 
1886, Umversit)' of Illinois College of Medicine, 
Chicago, 1914, specialist certified by the American 
Board of Patholog)', member of the American As¬ 
sociation of Pathologists and Bactcnologists, Col¬ 
lege of Amencan Pathologists, \merican Society of 
Clinical Pathologists, seremg from 1934 to 1937 on 
its execubve committee and is secretarv of the 
board of registr)' from 1929 to 1942, and the Radio¬ 
logical Societ)' of North Amcric i, Inc, fellow of 
the Amencan College of Plnsicians, past-president 
of the Minnesota Pathological SocieU, twice presi¬ 
dent and for seieral terms secretin of the Minne¬ 
sota Societ) of Chnical Pathologists, sened as as- 
soci ite professor of pathologi it the medical md 
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graduate schools at the Unn'ersity of Minnesota 
and was professor of medical technology at Mac- 
.ilester College, associated with the Gillette Hos¬ 
pital for Crippled Children, Riverview Memorial 
Hospital, Children’s Hospital, and the C T Miller 
Hospital, where he died June 26, aged 73, of 
mesenteric thrombosis 

Keith, Wilhs Elmer ® Kansas City, Mo, College 
of Physicians and Surgeons of Chicago, School of 
Medicine of the University of Illinois 1907, spe¬ 
cialist certified by the American Board of Oto- 
]ar)'ngology, member and m 1949 third I'lce-presi- 
dent of the American Academy of Ophthalmology 
and Otolaryngology, served as secretary of the 
Kansas City Society of Ophthalmology and Oto- 
laryngology, of which he was jiast-piesident, asso¬ 
ciated with the Kansas City General Hospital, St 
Luke’s Hospital, and St Maiv’s Hospital, died Juh 
11, aged 77, of coronary occlusion 

Kouri, Martin Fiad ® St Louis AVashmgton Uni¬ 
versity School of Medicine, St Louis, 1906, veteran 
of World War I, associated with the Missouri Pa¬ 
cific Employes’ Hospital Association, where he died 
July 11, aged 79, of chiomc lymphatic leukemia 

Kuzma, Walter, Galesburg, Ill, Vvtauto Didziojo 
Umversiteto Medicines Fakulteto, Kaunas, Lithu¬ 
ania, 1944, served a lesidencv at the Southtown 
Hospital in Chicago, a staff membei of Galesbuig 
State Research Hospital, died in Galesbuig Cottage 
Hospital July 3, aged 44, of coionaiv occlusion and 
dissecting aneurysm of left ventiicle 

Lennox, William Gordon, Boston boin in Colorado 
Springs, Colo, July IS, 1884, Haivaid Medical 
School, Boston, 1913, associate professoi emeritus 
in neurology at his alma inatei, speci.ihst certified 
by the American Boaid of Psychiatiy and Neu¬ 
rology, member of the Ameiican Neurological As¬ 
sociation, American Academy of Nemologi, Amer¬ 
ican Psychiatric Association, and the Association 
foi Research in Nervous and Mental Diseases, of 
which he was past-piesident, past-piesident of the 
International League Against Epilepsy and a foun- 
dei of the Ameiican Epilepsy League, in 1956 
chosen by the American Phaimaccutical Manufac¬ 
turers’ Association as the recipient of its scientific 
award for his reseaich on the adaption of psycho¬ 
therapeutic agents in the tieatment of mental dis¬ 
eases, m 1951 won the Lasker Award of the Amei¬ 
ican Public Health Association, foimerh a medical 
missionary m China, chief of the seizuie division 
at the Children’s Medical Centex, among his othei 
published xvorks were “Epilepsy Fiom A Standpoint 
of Physiology and Treatment,” “Science and^ Sei¬ 
zures New Light and Epilepsy and Migraine,” and 
“Epilepsy and Related Disordeis”, died in the New 
England Deaconess Hospital July 21, aged 76 of 
ceiebrovascular accident 

Loveioy, Frank Howard, Turner, Maine,^ 
mouth Medical School, Hanovei, N H, 1897, died 


J A Nt A, Sepl 17, igeo 

in the Central Maine General Hospital, Lewiston 
July 10, aged 84, of cerebral hemorrhage 

MfClellan, George Eldredge, Woodstock, Conn 
Columbia University College of Physicians and 
Surgeons, New York City. 1894, died July 16. aged 
9U, ot bronchopneumonia 


McCrossm, William P Jr ® Colorado Spnni 
Colo, Tulane University School of Medicine, Ne 
Orleans, 1916, fellow of the American College 
Surgeons, veteran of World War I, served as 
member of the state board of medical examine) 
former!)^ on the staffs of the HiUman, St Vincent 
and Children’s hospitals in Birmingham, Ala, s 
sociated with the Memoiial, St Francis, and Pe 
rose Cancer hospitals, and the Cragmor Sanatornii 
on the staff of the Penrose Hospital, xvliere he di( 
July 8, aged 70, of ceiebral thrombosis 


McDonald, Charles A ® Pi evidence, R I, bo: 
in 1881, Harvard Medical School, Boston, 190 
specialist certified by the American Board of Ps 
chiatr}' and Neurology, membei of the Ameno 
Neurological Association, American Psychosomat 
Society, American Psychiatric Association, Associ 
hon for Research m Nervous and Mental Disease 
and the Ameiican Psvchopatliological Associaho 
seived on the faculty of Harvaid University : 
Boston and Brown University, wliere he u'as d 
rector of the university health service and profess) 
of health and hygiene, chief of Rhode Island Div 
Sion of Hospitals ^md Infiimanes from 1922 to 192' 
associated with tlie Rhode Island Hospital, S 
foseph’s Hospital, and Butler Hospital, in Jum 
1953, received the honoiary degree of doctor c 
science from Blown University, died m Our Lad 
of Fatima Hospital, in Noith Providence, July ' 
aged 79, of generalized aitenosclerosis 


Miller, Robert Talbot Jr ® Lake Wales, Fla , bon 
m Covington, Ky, April 20, 1878, Johns HopLn 
University School of Medicine, Baltimore, Wdl 
member of the founders group of the Amencai 
Boaid of Surgery, member of the American Sur 
gical Association, Southern Surgical Association 
and the American Association of Thoracic Surgerj' 
fellow of the American College of Surgeons, for 
meily piofessor of surgery at the University ol 
Pittsburgh School of Medicine and associate pro 
fessor of suigery and clinical surgery at Johns 
Hopkins University School of Medicine in Balfi 
moie, veteran of World War I, died in the Massa 
chusetts General Hospital, Boston, June 13, aged 
82, of tiansitional cell carcinoma of the bladder 


.te, Paul, Fairhope, Ala , Umveisity of Oklahoma 
lool of Medicine, Oklahoma City, 1924, veteran 
World War II, died in Pensacola, Fla, July o, 
•d 61, of arteiiosclerotic heart disease with m}0 
dial insufficiency 

nee, James Edxvin, Kannapolis, N C, 
liege of Virginia, Richmond, 1929, died in Bo 
.. A r%rf£k A nf coronary occlusion 
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Nisenbaum, Harold, Evansville, Ind, Indiana Uni¬ 
versity School of Medicine, Indianapolis, 1935, 
member of the Amencan Academy of General 
Practice, veteran of World War II, psychiatric con¬ 
sultant to courts, affiliated mth St Mary’s Hospital, 
Welborn Memorial Baptist Hospital, and the Prot¬ 
estant Deaconess Hospital, where he died July 14, 
aged 47, of coronary occlusion 

Noonan, Daniel Francis, Minneapolis, Universitv 
of Minnesota Medical School, Minneapolis, 1913, 
veteran of World War II, retired from the Veterans 
Admmistrabon, formerly affiliated with St Marys 
and St Barnabas hospitals, died in the Veterans 
Administration Hospital July 12, aged 76, of pul¬ 
monary embolism 

Oehrle, John Scott ® Monongahela, Pa , Umversiti' 
of Pittsburgh School of Medicine, 1926, member of 
the Amencan Academy of General Practice, past- 
president of the Washington County Medical So¬ 
ciety, school doctor, associated with Monongahela 
Memorial Hospital, died m the Mercy Hospital, 
Pittsburgh, July 5, aged 57, of bronchogenic car¬ 
cinoma 

Olmsted, J Gerald Maurice, Hartford, Conn , Me 
Gill University Faculty of Medicine, Montreal 
Que, Canada, 1925, member of the American 
Academy of Pediatrics, served as chief pediatrician 
and examiner of the Hartford Juvenile Court, for¬ 
merly attending pediatrician at McCook Memonal 
Hospital, courtesy staff pediatrician at Hartford, 
St Francis, and Mount Sinai hospitals, died Julv 
10, aged 59, of gastrointestinal hemorrhage 

Pimsner, Arthur Adolf ® Fairview Park, Ohio, 
Emory University School of Medicine, Atlanta, 
1937, interned at the City Hospital in Cleveland 
and the Fairview Park Hospital in Cleveland, where 
he sen'ed a residency, fellow of the American Col¬ 
lege of Surgeons, veteran of World War II, mem¬ 
ber of the staff of the Fairview Park Hospital 
where he died July 10, aged 48, of pulmonarx 
embolism 

Poltcnger, Robert Thomas ® San Marino, Calif 
Harvard Medical School, Boston, 1928, past-presi 
dent of the Amencan Anti-Arthritis Association 
and the Amencan Academy of Nutrition, member 
nf the Amencan Rheumatism Association and the 
Endoerme Society, affiliated with the Colhs P and 
Hoxxard Huntington Memonal Hospital in Pasa¬ 
dena, died July 12, aged 55, of cancer of the 
stomach 

'hichards, Wilham George ® Billings, Mont, Uni- 
'ersity of Minnesota College of Medicine and Sur- 
Serx, Minneapolis, 1904, specialist certified by the 
mencan Board of Internal Medicine, felloxx of the 
mencan College of Physicians, past-president of 
the Yellowstone Valley Medical Societ}% died in 
ht Vincents Hospital July 4, aged 90, of arteno- 
^^'^fotic heart disease 


Schirmer, Emilie Carohne, Oliverea, N Y, Cornell 
University Medical College, New York City, 1900, 
member of the Amencan Society of AnesAesiolo- 
gists, formerly practiced m Brooklyn and Malveme, 
died in Stanfordville June 30, aged 90, of arteno- 
sclerosis and cerebral hemorrhage 

Schreiner, Charles Augustus, Ollie, Iowa, Homeo¬ 
pathic Medical College of Missoun, St Louis, 1899, 
also a pharmacist, died June 19, aged 91, of heart 
failure 

Shich, Benea B, Brooklyn, Universitat Leipzig 
Medizinische Fakultat, Saxony, Germany, 1928, 
member of the Amencan Psychiatnc Association, 
psychiatnst of the New York Department of Mental 
Hygiene, on the staff of the Prospect Heights Hos¬ 
pital, died in Goshen June 19, aged 57, of coronary 
thrombosis 

Silver, David Manon, Augusta, Ga, University of 
Georgia Medical Department, Augusta, 1913, 
served as coroners physician, associated with St 
Joseph’s Hospital, died June 14, aged 70, of cerebral 
thrombosis 

Simkins, James Jacob, Philadelphia, Maryland Med¬ 
ical College, Baltimore, 1913, specialist certified by 
the Amencan Board of Otolaryngology, fellow of 
the International College of Surgeons, member of 
the Amencan Academy of Ophthalmology and Oto¬ 
laryngology, at one time the examining physician 
for the state boxing commission, died in the Hahne¬ 
mann Hospital July 2, aged 70, of carcinoma of the 
prostate with metastasis 

Simmonds, George Michael ® Shamokm, Pa, 
Georgetown University School of Medicine, Wash¬ 
ington, D C, 1931, fellow of tlie Amencan College 
of Surgeons, past-president of the Northumberland 
County Medical Society, serx'ed on the staff of the 
Shamokm State Hospital, died June 10, aged 52, 
of myocardial infarction 

Simon, H Theodore ® New Orleans, bom m New 
Orleans Sept 27, 1893, Tulane University of Medi¬ 
cine, New' Orleans, 1915, professor and director of 
the department of orthopedics at Louisiana State 
University' school of Medicine, specialist certified 
by the Amencan Board of Orthopedic Surgery, 
member of the Clinical Orthopedic Society and the 
Amencan Academy of Orthopedic Surgeons, past- 
president of the New Orleans Graduate Medical 
Assembly, fellow' of the International College of 
Surgeons and the Amencin College of Surgeons 
serx'cd is chief consultant to the cnppled children 
section of the state health department, visiting 
orthopedic surgeon at Chantx Hospital of Louisi¬ 
ana, Touro Infirmarx’, and Hotel Dieu, Sisters’ Hos¬ 
pital, where he was past-president of the staff, 
director of the Simon Orthopedic and Fracture 
Clinic, died JuK 3 aged 66, of cerebral xascular 
accident 
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Smith, Beverley Eugene © Jackson, Miss, Tulane 
University School of Medicine, New Orleans, 1932 
specialist certified by the American Boaid of Psy¬ 
chiatry and Neurology, member of the Amencan 
Psychiatric Association, resigned from the U S 
Public Health Service on Sept 23, 1939, later en¬ 
tered the U S Aimy, retiring m Febuiary, 1952, 
died in the Mississippi Baptist Hospital July 7, aged 
52 of intracercbial hemoirhage 

Smith, John Frank ® Pans, Aik , Tulane University 
School of Medicine, New Oilcans, 1925, part owner 
of the Pans Hospital, where he died July 10, aged 
58, of squamous cell carcinoma following \-rav 
burns 


Sperow, Wendell Bert, Nevada, Iowa, State Uni¬ 
versity of louM College of Medicine, Iowa City, 
1922, member of the Amencan Academy of Gen¬ 
eral Practice, veteran of World War II, served on 
the local school board for 12 years director of the 
Nevada Federal Savings and Loan Association, on 
the staff of the Story County Hospital, died July 7 
aged 62, of coronaiy occlusion 


Strong Edgar Elhs Jr ® York, S C, University 
of Tennessee College of Medicine, Memphis, 1933, 
past-president of the York County Medical So¬ 
ciety, interned at Gai field Memoiial Hospital in 
Washington, D C, director of the Bank of York, 
for 11 years chairman of the board of trustees of the 
York schools, associated with York County Hospital, 
Rock Hill, and Devine Saviour Hospital, died in 
the Ocean ^hew Memorial Hospital, Myrtle Beach, 
S C, June 21, aged 53, of coronary occlusion 


Sullivan, Timothy Francis Xavier ® New York City, 
Columbia University College of Physicians and 
Surgeons, New Yoik City, 1914, fellow of the Amer¬ 
ican College of Surgeons, veteran of World War I, 
served on the fatuity of the New York Polyclinic 
Medical School and Hospital, for many years asso¬ 
ciated with St Claie’s Hospital, died June 25, aged 
74, of caitmoma of the lectum 


Taylor, Harry P , Cincinnati, Meharry Medical Col¬ 
lege, Nashville, Tenn, 1903, for many years prac¬ 
ticed m Covington, Ky , died July 7, aged 80, of 
acute coionaiy disease 


Taylor, James Swan, Altoona, Pa , boin in Bedford 
May 12, 1888, University of Pennsylvania School 
of Medicine, Philadelphia, 1914, specialist ceitified 
by the Amencan Board of Obstetiics and Gynec¬ 
ology, past-piesident and a member of the board 
of censors of the Blair County Medical Society, first 
president of the Blair County unit of the American 
Cancer Society and was a membei of the board of 
directors, served overseas duung World War I, for 
many years chairman of the commission on ma¬ 
ternal welfare of the Pennsylvania Medical Socie^, 
once secretarV of the medical staff and chief of the 
obstetrical department at the Altoona Hospital, 


JAMA, Sept 17 iggQ 
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Vier Henry John ® Wlnte Plains, N Y, Fordlnm 
University School of Medicine, New York Citv 
1911 fellow of the American College of Surgeons’ 
past-piesident of tlie Westchester Countv Medicai 
Society, a chaiter member of the Westchester Sui 
gical Society, of winch he was the first president, 
associated with the Sing Sing Pnson In Ossining 
Phelps Memorial Hospital, North Tarrytown, and 
St Agnes Hospital, where he died June 23, aged 
70, of bronchogenic carcinoma of the lung 

Walker, Homer Moss, Solvang, Calif, Kansas Cit) 
(Mo) Medical College, 1905, served on the staffs 
of the California, Los Angeles General, and Metli 
odist hospitals in Los Angeles, died m Lompoc 
June 18, aged 78, of cerebral thrombosis 

Walter, Louis, New York City, Bellevue Hospital 
Medical College, New York City, 1895, died june 
20, aged 87, of arteriosclerotic heart disease 

Watson, William Eugene Jr, Chicago, Meharrv 
Medical College, Nashville, Tenn, 1910, died 
March 17, aged 76, of acute myocardial failure 

Weaver, Oscar Montague Lewistown, Pa, Jeffer 
son Medical College of Philadelphia, 1919, for many 
years radiologist at tlie Lewistown Hospital died 
m Julv, aged 66, of cerebral vascular disease 

Wells, Henry O, Foit Landeidale, Fla, Kentuckv 
School of Medicine, Louisville, 1888, died July 8 
aged 95, of cerebral thiombosis 


Wengert, Henry Charles, Fremont, Neb, Siouv 
Citv (Iowa) College of Medicine, 1901, died June 
17, aged 84, of arteriosclerosis 


Wheeler, Alton Everett, Orlando, Fla , Atlanta Col 
lege of Pliysicians and Surgeons, 1899, formerh 
practiced m Atlanta, wheie he was associated wifli 
the Ciaudord W Long Memorial Hospital, died 
Mai' 8, aged 93, of heart failure 


Williams, Aubrey Howard ® Fort Wayne, Ind, In 
diana Unu'ersity School of Medicine, Indianapolis 
1934, veteran of World War II, associated mtji 
Lntlieian and St Joseph's hospitals, died Julv 5 
aged 51, of massive hemoptvsis 

Wilson, Hugh, Washington, D C, Universitv of 
Georgia Medical Depaitment, Augusta, 1891, <Jic« 
Julv 6, aged 95, of lespiratorv failure and ccieiirai 

thrombosis 


igel, Robert Lupinski, Sheboygan, Wis, Rnj 
dical College, Chicago, 1916, member of 1 
ustrial Medical Association, served overs 
•mg World War I, on tlie staffs of the St N.ch » 

spLl and the Sheboygan Memorial I^osp^ 
ere he died July 10, aged 6/, of metastatic c-ir 

oma of the liver 
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DENMARK 

Influence of Working Hours on Health —Dr J E 
Andersen (Nord med [June 16] 1960) studied Uvo 
groups of workers The first group was made up of 
300 daytime workers, the second group was made 
up of roo workers whose employment was in three 
shifts Both groups answered questionnaires and 
underwent medical and psychological exammabons 
Disturbances of sleep troubled 66 per cent of those 
in Group 2 and only 11 per cent of those m Group 1 
These disturbances were often accepted as mevita- 
ble, for about one-third of the sufferers had sub¬ 
mitted to them for more than five years without 
changing their occupation Complamts about their 
nerves were made by 64 per cent of those in Group 2 
and by 25 per cent of those m Group 1 

However slight them symptoms of dyspepsia 
might be, all who complamed of them underwent a 
clinical and roentgenographic examination which 
showed that 22 2 per cent of Group 2 and only 9 4 
per cent of Group 1 had senoiis gastric disease 
Roentgenographically demonstrable disease of the 
stomach was found in 13 4 per cent of Group 2 as 
compared with 7 7 per cent of Group 1 About one- 
third of Group 2, as compared with about one-fifth 
of Group 1, suffered from constant dyspepsia 
throughout the year Intestinal disorders such as 
constipation, colitis, and diarrhea affected 30 per 
cent of Group 2 as compared with 9 per cent of 
Group 1 

Such deviations from perfect health m tlie em¬ 
ployee who works m shifts may be mitigated by 
lanous devices, mcluding readjustment m the 
24 hour cycle, change in the duration of each shift, 
and withdrawal of the most susceptible from the 
risks to which they are so vulnerable 

Loans of Hospital Records —Heads of hospitals are 
often in doubt when a request has been made, 
sometimes by high authority, for the loan of the 
record of a patient This thorny problem is venti¬ 
lated (Nord med [June 2] 1960) by wnters repre¬ 
senting Denmark, Finland, Norway, and Sweden 
The problem is not identical for all of them, and it 
>s simplified to a certain extent in Sweden by spe¬ 
cial legislation winch defines the rights and obli¬ 
gations of the parties concerned in whatever con¬ 
flict may arise 

^ It was pointed out by Dr C Clemmesen, of 
Copenhagen, that in Denmark the head of a hos¬ 
pital IS obliged by law to furnish certain data about 
patients m his care, but woe behde him if he 

mnl? letters are contnbuted hr reciiHr correspondents 

^ 'annas forciqn cossntnes 


discharges such obligations mdiscnmmately and 
absent-mmdedly If, without obtammg tlm consent 
of his patient, he passes on certain data to the 
legal adviser of one party to a divorce suit, he may 
find himself m trouble Even when the request for 
information comes from the public health authon- 
ties, he can guard himself by siftmg the record in 
question so as to eliminate matter which is irrele¬ 
vant and potentially mischief-makmg It has been 
suggested that a hospital should keep two records 
of the same patient with a view to withholdmg the 
record concerned xvith specially confidential mat¬ 
ter, but Dr Clemmesen showed no enthusiasm for 
such double-entry bookkeepmg, because in a pmch 
the confidential record might have to be divulged 

A less compromising policy is to replace the writ¬ 
ten by the spoken word, to pass on mformation 
about certam facts by word of mouth In the draft¬ 
ing of the written word there are opportunities for 
editorial discretion so that the patient’s most pnvate 
affairs are handled with great caution As Dr Clem¬ 
mesen remarked, “Harm can but rarely be done 
when all is not elaborated m the record, physicians 
preferrmg mstead to communicate with one an¬ 
other by word of mouth ’ The matter is less com¬ 
plex when the loan of a hospital record is confined 
to its walls and one department asks another 
department for it 

The Risks of Tetanus Prophylaxis —Three fatal 
cases of tetanus are cited by Scheibel and Tulinius 
{Ugesk Jaeger [June 2] 1960) as showing that there 
IS some confusion over the comparahve ments of 
different prophylactic measures Dunng the past 
decade much has been nritten about the efficacy of 
antibiotics in this respect, and while penicillin and 
oxytetracyclme have emerged from certam tests 
with some credit, streptomycin has been found of 
doubtful value, and polymyxin of no value what¬ 
ever 

In the first of the fatal cases a million units of 
pemcillm was gwen on two occasions, and m the 
second case massive doses of pemcillm and strepto¬ 
mycin were gix'en No tetanus anhtoxin was given 
to the tbu-d patient, who received streptomycin, 
because he was said to hax'e suffered eight years 
earlier from tetanus for which he had been given 
tetanus anbtoxm On the mistaken assumption that 
the previous attack of tetanus conferred immunitv 
to it, a false sense of sccuntx' xxas created The 
mtliholdmg of tetanus anbtoxm as a prophvHcbc 
measure may reflect m exaggerated fear of shock 
because of an earlier dose of serum, but this nsk 
cm be countered bx' the use of cattle or sheep 
donors as altemabxes to the horse 
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It IS not yet cleai to W'Jiat extent antibiotics have 
leplaced antitoxin m this lespect, but its abandon¬ 
ment in favor of them in piinciple is surely pre¬ 
mature At all events tlie wholesale practice of 
active immunization agamst tetanus should be ob¬ 
served uni eservedly since It gives no trouble, con¬ 
fers a high degree of protection, and should grad¬ 
ually banish the pioblem of passive prophylaxis 

FRANCE 

Artificial Kidney-At the meeting of the Medical 
Society of the Hospitals of Pans, M Legram and 
co-workers repotted that they have used an arti¬ 
ficial kidney that has several improvements on the 
older models One of these, a pump at the oiiening 
of the .ippaiatus, peimits the blanching of the 
circuit on the venous instead of on the arteiial 
system Thus, a gieat increase in blood flow was 
obtained, and at the same time the additional eflFort 
imposed on the heait of the patient was avoided 

A series of 144 patients who had chronic severe 
renal insufficiency was gn'en 190 treatments with 
this apparatus Remissions of longer than two 
months xvere obtamed in 31 per cent of the patients 
The usefulness of hemodiah'sis in the treatment of 
chronic renal insufficiency is still limited Another 
senes of 526 patients xvho had acute renal insuffi¬ 
ciency associated with oliguria or anuria was given 
726 heatments, and complete cuie was obtamed in 
68 per cent of the patients The prognosis of even 
severe form of acute renal msufficiency has been 
greatly impioved by the use of the artificial kidney 
Its success depends largely on the cause of the 
anuiia 

Ligation of the Intel nal Mammary Arteries- 
] Desruelles and co-woikers {Ltlle med [Feb] 
1960) reported a senes of 31 patients who had coro- 
narj' disease in whom bilateral ligation of the inter¬ 
nal mammary arteries xvas peifoimed m older to 
improve the collateral ciiculation Ligation of the 
mammaiy aiteries was made below the oiigin of 
the collateial vessels communicating xvith the cai- 
diac vessels Theie was an immediate diminution of 
the ciises and deciease m the intake of mtioglyceiin 
m most of the patients The impiovement was main¬ 
tained m only 50 per cent of the patients, only thiee 
of the patients who were opeiated on weie able to 
resume a normal life, and five died The electro¬ 
cardiographic tvacmgs were unchanged in all pa¬ 
tients except in two m whom the repolaiization 
disorders weie improved 

The authors believed that the immediate good 
results could be attributed to the postoperative 
rest, to the retrosternal administration of procaine, 
or to the resection of the penarterial nervous 
plexus They also believed, however, that late im¬ 
provements seen m some patients were due to the 
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m the ciiculatoiy balance brought 
mciease in tlie pressure in the are.i of 
mammary artei les Autopsy of one 
patient who died revealed a significant congestior 
in the superficial layer of the heart 

Hiatus Hernia -M de Mev and W Cloetus (Ret- 
Ltjonnaise de med [Jan 15] 1960) reported on j 
sei les of 62 patients with hiatus hernia Most of the 
patients complained of tv'pical precordial pain oc 
curring after meals oi after exertion The pair 
nradiated from the shoulders mto the left arm anC 
fingeis, and it disappeaied with rest It was elicitec 
by bending the trunk foiward, it was also felt as r 
sense of heavmess or pam radiating to the shoulder! 
xvhen the hernia was filled The authors were ab)( 
to provoke this pam by introducing a small balloor 
mto the hernia and inflating it This also causer 
electrocardiographic changes 
In tins seiies, 57 patients piesented cardiac dis 
orders that were probably functional, such as pa! 
pitafaon, extrasystoles, and paroxysmal tachycardia 
57 also had such digestive disorders as flatulence 
abdominal distress after eating, and pyiosis 

Somatropin in the Aged —J F Dulac and P Picarc 
{Presse med [April 2] 1960) treated 18 patients witl 
somatropin Seven of the patients bad cardiac in 
sufficiency, five were malnounshed or had bedsores, 
three had cerebral atheromatosis, two had chronic 
bronchitis with emphysema, and one had had a 
prostatectomy The treatment given for a period of 
20 days consisted of a daily injection of 500 rat 
units The best results were obtained in the patients 
witli cardiac insufficiency Impiovement was also 
noted m the patients ivith chronic bronchitis The 
treatment xvas a failure m the malnounshed pa 
tients, but somatropin arrested the disease process 
m those until deep and extended bedsoies due to 
medullar>i lesions The tieatment was a failure m 
patients with cerebral atheromatosis, and the drug 
had a toxic effect m the patient who had had a 
piostatectomy 


development 
about by the 
the internal 


GERMANY 

Multiple Sclerosis ~D V Ainim of xMunich (Mun 
chen med Wchnschr 102 539, 1960) stated that 
since multiple sclerosis is primarily a spastic dis 
ease, physiotherapy should be directed nwini} 
towaid the spasticity, and would thus be indicated 
only m the subsidmg phase of an activation E\cr 
cises and massage should precede walking ever 
uses, and the latter must he kept below the stre^ 
limit They should be made at first ’J 

prevent excessive effort J’*'! V, 

available, the patient should ^pported b> 

assistants, because as a result of his spas i a - 
aait, he is hkelv to fall, and this may give nse 
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1 new activation In order to restore static func¬ 
tions, the exercising of deficient movements should 
precede exercises of well-maintamed functions 
The favorable effect of balneotherapy and hydro¬ 
therapy IS in the reduction of tone brought about 
by the baths Both temperatures should be behveen 
32° and 36° C (89 6° and 95 6° F), because ex¬ 
cessive heat may aggravate the condition The 
number of baths should not exceed two or three 
a week If they are too tiring, their duration should 
be limited to about six minutes Since needle baths 
nearly always have a tone-reducing effect, only 
low pressures should be used, and they should not 
be given too frequently 

Extracorporeal Dialysis —W Albrecht-Bellingrath 
of Frankfurt {Kinderarztl Praxis, II 28 58, 1960) 
stated that children xvith acute and subacute 
glomerulonephntis are readily cured by conserva¬ 
tive treatment, but some develop oliguria, mcreased 
serum non-protein nitrogen levels, hyperkalemia, 
and other disturbances of the electrolyte balance 
In these, the artificial kidney may be a valuable 
aid, provided the case is one of temporarj' renal 
failure, and it is only necessary to bridge the time 
of intoxication until the flow of urine is re estab¬ 
lished This means that in glomerulonephritis, 
tissue capable of functionmg is still present 
The artificial kidney was used successfully in 
the treatment of a 10-year-old boy with subacute 
glomerulonephritis after all other measures had 
failed Extracorporeal dialysis may be indicated 
m the treatment of acute tubular nephritis, acute 
and chronic glomerulonephntis, pyelonephritis, 
barbiturate poisoning, salicylate poisonmg, and 
gross disturbances of the water balance It is a 
valuable supplement to conservative treatments, 
and in acute renal failure it may prove life-saving 

Immunity to Tuberculosis—F Bhttersdorf (Beitr 
Flm Tttberl. 121 111, 1959) reported that immu- 
nitv IS a special form of allergic conversion, i e, 
an acquired alteration of reaction to a pathogen 
There are still wide differenees between man and 
test animal with regard to the process of immuniza¬ 
tion and the intensity and form of the immunitv 
achieved The type of allergic conversion is so 
tvpical for every species of animal that the allergic 
process for one species eannot be generally applied 
to others Immunity reactions in man can be reli¬ 
ably intercepted only by observations on human 
doings The vanous humoral or microscopic find- 
ings of a tuberculous conversion are significant 
onlj when they result in a proved reduction in 
the incidence of infection and reinfection Allergy 
by no means identical with immunity' Hy'perer- 
gic inflammatory reaction is the opposite of immu- 
oiU, biologically and medically 
For the clinician, not the dex'elopment of immu- 
•"ty but the state of immunity is important When a 


supennfection is rapidly followed by perifocal in¬ 
flammations, this IS not due to propagation of the 
micro-orgamsm itself but indicates a hyperergic in¬ 
flammation or true hypersensitivity The important 
clmical question is whether hyperergic, hypergic, 
or anergic reaction is more frequent in reinfection 
In addition, there are the cases of reactivahon xvith- 
out exogenous remfection, which are the so-called 
endogenous exacerbations Arguments to prove the 
existence of immunity to tuberculosis may be (1) 
animal experiments m which later mfections take a 
milder course than the first, (2) clinical expenence, 
because in active tuberculosis exogenic new infec¬ 
tion rarely leads to the formation of new foci, (3) 
the obvious and regular immunity' in many other 
infectious diseases, and (4) comparative investiga¬ 
tions on adults with positive and negative tuber¬ 
culin reactions 

The author investigated these points and con¬ 
cluded that a number of important arguments tend 
to disprove tuberculosis immunity Tuberculosis in 
adults IS characterized by features which are hardly' 
compatible with immunity from the primary infec¬ 
tion (1) the periodic course, (2) the relatively 
high exacerbahon rate of old tuberculous foci, and 
(3) the presence of old calcified foci m many 
patients xvith recent tuberculosis The transition 
from active to clmically cured tuberculosis should 
be associated with an alteration of sensitivity to 
reinfection Inactive tuberculosis has a relatively 
great tendency to reactivation Endogenic exacer- 
babons, even if their incidence is onlv 10 or 20%, 
disprove even more the possibility of an acquired 
specific immunity than the reactivation of old 
primary foci or inactive foci as a result of reinfec¬ 
tion The author concluded that no true immunity 
develops in tuberculosis 

Hemophiba—G Landbeck (Med Welt, no 6, 
p 295, 1960) stated that hemophilia A is due to a 
deficiency in factor VIII and hemophilia B to a 
deficiency m factor IX Recent studies have shown 
that there are also combmed forms, pseudohemo- 
philias and parahemophilias, which are also con¬ 
genital The aim of treatment must he to normalize 
coagulation conditions which is possible by means 
of a substitutional treatment The coagulation 
factor VIII IS present m plasma but completely 
used up m coagulation, so that its actix'itv is nor¬ 
mally eliminated Its normal activity is between 
50 and 170%, which means that definite deficiency 
IS present only when values are below' about 55% 
Factor IX plays onlv a catalvzmg role in coagula¬ 
tion and IS therefore present in serum and plasma 
and in blood and serum preserx'es Wide the half- 
life of factor WII is onlv 4 to 12 hours and in 
some persons onlv 2 hours, that of factor IX is 
much longer and its actixatv has been demonstrated 
up to sex en dax's after transfusions 
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These findings aie of gieat impoitance for sub- 
stituhonal tieahnent In hemophilia A, whole blood 
or plasma obtained by centrifugation must be given 
or tliree houis at the latest, but, m 
addition, we now have available deep-frozen 
plasma, plasma protein fractions, factoi Vm prep¬ 
arations from human albumin, and animal blood 
(antihemophilic globulin) 

Treatment is easier foi hemophilia B, since 
plasma or whole blood, deep-frozen plasma, or 
commercial preparations can be gix'en In hemo¬ 
philia A the average level of factois VIII and IX is 
5 to 10%, but before opeiations 30 to 40% is le- 
quired This can be effected only by exchange 
transfusion Fresh plasma is given fust, m a dosage 
of 10 to 15 mg per kilogram of bodv weight, fol¬ 
lowed by 8 mg per kilogiam eveiy four to si\ 
hours Tlie same dosage is valid foi deep-frozen 
plasma The protein fi action is given m a dosage 
of 15 to 2 0 Gm eveiv four to si\ hours, antihemo¬ 
philic globulin coriesponds to 150 ml of whole 
blood per ampul Ripid transfusion is necessary 
since part of the factors’ activit\' is used up during 
the process In hemophilia B deficiency of the 
factors is balanced by adding 10% nonnal semm, 
severe hemorrhage can be conti oiled bv transfusion 
of 10 to 12 ml pel kilogram of body weight While 
m hemophilia B the clinical findings giye sufficient 
proof of the result of tieatment, in hemophilia A it 
IS necessary to check the actiyity of factor VIII 

Deciduous teeth should be extracted only one at 
a time and the wound tamponed v'lth fibrin foam, 
but before the extraction the substitutional treat¬ 
ment has to be given in every case In extractions 
of permanent teeth the substitutional treatment 
must be continued longer Nasal bleeding is not 
usually dangerous In hemophiliacs, blood samples 
should never be taken from the lobe of the ear 

New Method to Demonstrate Incomplete Anti¬ 
bodies—Prokop and co-woikeis of Berlin (Bhit 
5 221, 1959), who in an earliei paper expressed 
doubts of the theoretical foundations of Coombs’ 
test, now supply proof for their doubts In a serial 
test they observed that erythrocytes cliaiged with 
incomplete antibodies gave clear-cut precipitates 
with distilled water after the serum portions had 
been washed out For example, when distilled 
water was added to an equal amount of charged 
blood cells, agglutination often occurred immedi¬ 
ately The reaction was even more marked when a 
hypotonic saline solution was used instead of 
distilled water 

To check tins observation, four human immune 
serums xvith mcomplete Rli antibodies, xvhich had 
been tested before for therr titers m saline solution, 
gelatin and AB serum and by the papain test were 
examined Both undiluted sermn and saline dilu¬ 
tion were tested with washed test-blood-cells of 
blood group O, genotype R’r m the piopoition 1 1 
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and incubated at 37 0" C (98 6" F ) for one ho„, 
iRe washed sediment was tested with distille-' 
water and hypotonic saline solution on a slide T 
each drop of blood to be examined, one drop ( 
distilled water or 0 5% saline solution was addei 
The specimen was left at room temperature h 
two mmutes, smeared, and examined for agglutins 
tion macroscopically and microscopically Contro 
with group O r; test-cells were run m the sair 
mannei The charged blood cells showed hot 
macroscopic and microscopic aggregation m tl 
solvent, even those for which the dilution w. 

1 240 The sensitivity of the method pioved supi 
nor to that with gelatin m all cases and to tin 
with AB serum and enzymes m some Piozoni 
were observed with these methods The contro 
always gave negative results 
The authors concluded that tlie mdirect demoi 
stration of incomplete antibodies by Cooml 
principle is also possible when distilled water i 
hj'potomc saline solution is used instead of ant 
globulin serum The suitability of the methn 
would not, therefore, be due solely to the ant 
globulin principle but to other non-serologici 
factors 

Tuberculous Meningitis and Pregnancy —Kuntz an 
Klees of Giessen (Med Welt, no 6, p 303, 1960 
stated that an early tuberculous meningitis i 
pregnancy is often not recognized but mistaken f( 
hyperemesis gravidarum, pre-eclampsia, or uremi.' 
after delivery it may be mistaken for puerpen 
sepsis Late primary tuberculosis m pregnane 
often leads to rapid progression and eary dissemins 
tion For treatment, tlie well-tolerated streptomyci 
preparations, other tuberculostatics, and prednist 
lone are used Utmost care is required at confine 
ment, and the infant should not be breast-fed De£ 
nitely healtliy neonates are vaccinated with BCG 
Tuberculous meningitis is no longer an mdica 
tion foi the interruption of pregnancy, m fact, th( 
sudden interruption of pregnancy frequently aggni 
vates the disease There are no objections to a ne\i 
pregnancy bvo years after climcallv cured tuberca 
lous meningitis 


INDIA 

Infantile Meningoencephahtic Syndrome -J ^ 
Pohowalla and co-workers (Indian } Pedtat 2749 
[Feb] I960) described a syndrome m children 
which could be a variant of mild viral enceplialifis 
These children have tremors that are generalized 
or involve one or more limbs or the face They arc 
pale, apatlietic, and have a vacant look and acia 
edema A common triad consists of a 
drawmg-up of tlie mouth xvith tremulous eyelids o 
that side, coarse tremors of ipsil^eral forefinger 
and thumb, and a tremulous erv There is a 
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actenshc pigmentation of the skin, giving it a 
reticular or honeycombed appearance, especially on 
the thighs and trunk Fever is not always present, 
but anemia is common The spmal fluid is essen¬ 
tially normal The duration of the illness varies 
from one week to three or four months The tremors 
and pigmentation disappear completely, hut a cer¬ 
tain amount of mental deficiency and a vacant stare 
persist Most of the mfants affected have a history 
of retarded development 

The authors observed a series of 61 such patients, 
whose ages vaned from 3 months to 6 years, about 
45 were m the age group of 6 to 18 montlis Most 
were brought to hospital for tremors, 27 had a his- 
toiy' of a major febnle illness prior to admission 
There were no deaths Treatment was empirical and 
had no effect on tlie course of the disease 

Visceral Leishmaniasis —Goswami and Barua ( In¬ 
dian } M Sc 14 410 [May] 1960) made paper elec¬ 
trophoretic studies of 58 patients with visceral leish¬ 
maniasis, 32 of these were studied before treat¬ 
ment, 16 after treatment, and 4 during the course 
of the treatment Four were resistant and did not 
respond to specific therapy, and hvo had negative 
results of serologic tests but were diagnosed clini¬ 
cally and from the therapeutic response The 
gamma-globulin level was raised and the serum- 
albumin level was lowered m patients before treat¬ 
ment 

A companson of levels before and after treatment 
showed that there was a tendency for the albumm 
level to return to normal after treatment, the per¬ 
centage of albumin showed a gradual increase and 
that of gamma globulm showed a reduction The 
values for total serum proteins, beta globulin, and 
alpha-1 and alpha-2 globulm did not show signifi¬ 
cant change either before or after treatment The 
electrophoretic pattern in the patients studied m 
the middle of the course of treatment did not show 
my change Those resistant to treatment showed 
the most marked hypergammaglobulmemia while 
alpha-globulm and albumin levels were diminished 
The serum-protein pattern in these was unaffected 
by treatment which was itself meffective The pa¬ 
tients diagnosed clinically but givmg negative sero¬ 
logic tests had hypoalbummemia, but the usual 
hjperglobulinemia was absent, the alpha-1 and 
olpha 2 globulin levels were mcreased This would 
indicate that it is the gamma globulm which is 
responsible for positive serologic tests m visceral 
leishmaniasis The total serum protein level was 
I'lgh m these patients 

Tlie authors concluded that a study of the elec- 
bophoretic pattern could be used to assess the pa- 
bents response to treatment If there was no altera- 
bon With a nse of albumm component and a 
subsequent fall m gamma globulm, after treatment, 

"ould be regarded as a failure, if the reverse 
occurred, a good response should be expected 


Tobacco and Cancer —Smokers are more likely than 
nonsmokers to contract lung cancer, accordmg to 
mvestigations earned out m India These investiga¬ 
tions also mdicate that the risk mcreases with the 
number of cigarettes smoked Of 36,505 patients 
who attended the Tata Memorial Hospital between 
1941 and 1956, only 521 or 1 43% had lung cancer 
Another survey of 1,406 unselected patients ad¬ 
mitted to '^his hospital between 1952 and 1954 re¬ 
vealed that (1) the habit of chewing tobacco was 
significantly associated with cancer of tlie mouth, 
(2) chewing and smokmg was associated with can¬ 
cer of the back of the tongue and upper part of the 
pharynx, (3) smokmg was associated with cancer 
of the upper part of the esophagus and the adjoin¬ 
ing porbon of the pharynx It is possible that 
cancer of the lung escaped detection and was 
diagnosed as some other disease of the lung or 
adjacent organs A recent survey of 34,000 healthy 
men above the age of 30 showed a significant asso- 
ciahon of some precancerous changes with smokmg 
and chewing tobacco 

Tnamcmolone for Skin Disorders —J G Parekh 
(J Indian Med A 34 436 [June 1] 1960) treated 
with tnamcmolone a senes of 62 patients who had 
such skm disorders as urheana, angioneurotic 
edema, pnintus, eczema, drug eruptions, pemphi¬ 
gus, psoriasis, and lupus erythematosus The usual 
dosage was 16 mg a day for four days If the 
response was satisfactory, the dosage was gradually 
reduced Of 16 patients with urheana of unknown 
ongin which had proved resistant to the usual 
treatment, 12 whose disease was of recent ongin 
and acute nature responded dramatically The four 
pabents with chronic urbcaria required increased 
dosage, and relapses occurred if it was reduced or 
stopped One patient with angioneurotic edema 
responded witlim 24 hours to 24 mg of tnamcmo¬ 
lone A pabent with pruritus vulvae was partially 
relieved but complained of insomnia, anorexia, and 
fahgue which disappeared when drug treatment 
was stopped Another pabent with pruritus 
showed good response but relapsed when the dos¬ 
age was reduced Ten pabents with drug reaction 
following administration of penicillin improved re¬ 
markably Six with acute eczema were symptom-free 
withm 48 hours but did not show complete clear¬ 
ance locally Those with clironic eczema did not 
respond to this treatment Those uuth pemphigus 
xmlgans requured larger doses and prolonged main¬ 
tenance therapy One pabent with pemphigoid 
erythema multiforme responded dramabcally, but 
those xwtli psonasis did not respond \\ ell Tu o u ith 
systemic lupus erj’tliematosus w ere greatly relie\ ed 
while taking large doses Two with scleroderma 
improved, and the improvement uas maintained 
with this drug for over a year Pam m hs o pabents 
with herpes zoster xsas relieved Although none of 
the pabents showed am serious side effects, some 
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complained ot anoiexia, cpigastiic discomfoit, and 
ratigue, two patients developed moon face, and 
three had acneiform emptions The author con¬ 
cluded that triamcinolone was useful as a ciuative 
agent m acute allergic skm manifestations and as 
a palliative agent m most chionic skin disoiders 


ISRAEL 


jama. Sept 17, 

filst four weeks of tlie outbieak all the 
hwd m or had recently visited the district The 
mtection was traced to a leak m a water pipe wIik), 
passed through a small pool xvhose water had a 
high titer of EschencJm coh Of the 88 inliabitams 
of the district 53 developed hepatitis The attad 
rate was much higher for the voung than for the 
old There were no deaths 


Diabetes in Yemenites and Kurds.-Althougli dia¬ 
betes IS a hereditaiy disease, its appearance de¬ 
pends on a complex of external and internal pre- 
cipitatmg factors A M Cohen (Harefuah 58:144, 
1960) investigated the effect of the extreme change 
in environment and living habits undergone by two 
Jewnsh communities, the Yemenites and the Kurds, 
after their immigration to Israel Each of these two 
communities was divided into neu' immigrants who 
came to the country m the last 10 years and immi¬ 
grants who had lived in Israel over 25 years or were 
bom here The jiievalence of diabetes m the new 
immigrants was extremely low m Yemenites, 006 
jier cent, and m Kinds, none The prevalence of 
diabetes rose significantly in the old settleis 
Yemenites, 29 pei cent, and Kurds, 2 pei cent 
External envnonniental factors weie tlnis of ex¬ 
treme importance 


, NORWAY 

Employment of the Tuberculous —Since 1946, Pro¬ 
fessor H NaWig {Tidsskr. noiske laegefor [June 1] 
1960) has supervised the tuberculous employees of 
an electromechanical industiy in Oslo During the 
eight-year period fiom 1946 to 1953 he dealt with 
119 such employees Their absenteeism was tliree 
times that of the non-tuberculous employees Much 
of this absenteeism was traceable to relapse of 
tuberculosis, and it was suggested that the ex-peii- 
ment had been ill-advised, but Natvig peisisted, 
and he found that m the five-year period from 1954 
to 1958 the absenteeism of the male employees was 
the same for the tuberculous as for the non- 
tuberculous Although relapse continued to be a 
problem, Natvig concluded that more frequent 
control and, above all, the long-term specific chemo¬ 
therapy now in use should result in a marked 
reduction even of the late relapses among the tuber¬ 
culous 

Epidemic of Hepatitis-In Septembei, 1959, the 
admittance of two )aundiced patients from the same 
distnct to the hospital gave warmng of an oUtbieak 
which came to mvolve 98 persons Laboiatory and 
field investigations were reported on by N Anders- 
sen and co-workers (Tidsskr norske laegefor 
ITune 11 I960) Suspicion fell on the water supply 
of a certain district when it was noted that in the 


Staphylococcal Infections m Maternity Hospitals, - 
J C Ulstrup and A Odegaard of Oslo (J Oslo Cilij 
Hasp vol 10, no 5 [May] 1960) reported that earl) 
in 1959 nasal swahs of the newborn infants were 
taken on the day of discharge from the hospital 
The swabs were seeded vatlnn four hours on cul 
ture plates Because many pyodermas and breast 
abscesses develop after discharge fiom hospital, a 
questionnaire was addressed late in 1959 to tlie 
mothers who were asked for data on these subjects 
This follow-up investigation showed a highly sig 
nificant correlation between colonization of infants 
noses with phage type-80 staphylococci and tlie 
occurrence of breast abscesses 
In tlie same issue these authors included a sur 
vey of five other maternity hospitals in Oslo One 
of these maternity units was found to present a far 
greater percentage of serious perinatal infectionr 
than the rest Tlie gathering of many babies of dil 
ferent ages m the same room during tlie postnatal 
period in a hospital is severely criticized A nea 
organization is suggested with theoretical qualifica 
tions for the prevention of persistent cross-infection 
among neonates and of the subsequent dissemina 
tion of the geims in question The writers con 
eluded that ivith the eventual control of the dis 
semination of organisms in the maternity ward most 
of the piesent hospital infections with these danger 
ous types of staphylococci should be prevented 


Digitalis Poisoning—In the course of one year, 
Dr T Biu (Tulsskr noiske Jaegefoi [July 1] 1960) 
observed definite signs of digitalis poisoning m 
seven of his hospital patients Most of tliem were 
over 60, emaciated, and afflicted with arteno 
sclerotic heart disease Digitalis poisoning should 
be suspected when a patient who is taking digit.dis 
begins to suffer from nausea and loss of weiglit, 
with no anemia or other condition indicative of 
malignant disease He may become irritable, silent 
,ipathetic, or frankly psychotic The risk of digit-u's 
poisoning IS greatest when a patient is given digi 
tabs for the first tune, and his reaction to it has noi 
been studied Lean patients are more susceptiWf 
ban fat, and those with aortic disease more so 

than those with mitral disease , 

Wlnle nearly all young persons with normaJ mo 
aeys can tolerate 010 Gm of digitalis daily, l«n 
,ind elderly patients can often tolerate , 

Sn daily A patient should be watched closch 
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during the first three weeks of digitalis medication, 
and it should be remembered that the popular and 
very effective new diuretics may provoke h\'po- 
kalemia and facilitate digitalis poisoning 


UNITED KINGDOM 

Phenol for Spasticity—Liversedge and Maker {But 
M }, July 2, 1960) stated that with the advent of 
the laiowledge that phenol solutions were capable 
of selective mterference with pain transmission, 
without noticeably addmg to motor or other sen¬ 
sory deficit, one naturally looked to this technique 
as a means of relieving pamful spasms The authors 
injected phenol mtrathecally in patients for whom 
there seemed little other hope of relief 
The combination of phenol in lophendvlate was 
much less efficacious than that of phenol m glycerin 
This was attributed partly to the fact that phenol 
is released more slowly from the contrast medium 
and partly to the fact that the gh'cerin-phenol 
mixture tended to be absorbed directly onto the 
neural roots, xvhereas the lophendvlate tended to 
remain in globular emulsive form A solution of 
5 per cent phenol m glycerm was both safe and 
effective, prowded that careful attention was paid 
to the positionmg of the patient Weaker solutions 
produced effects of shorter duration, but m some 
patients a 2 per cent solution might be satisfactory', 
and this was often used m ambulant patients The 
most suitable quantity to be injected at each ses¬ 
sion was again found, by trial and error, to be of 
the order of 1 ml, though quantities from 0 5 to 
15 ml have been given 

The treatment was not alway's successful, but no 
mobile patient was rendered completely' immobile 
by technique In five patients mobihtx' was im¬ 
proved with satisfactory reduction in the degree 
of spasticity and some improvement in function 
Rigidity of tlie lower limb due to paralysis agitans 
"as significantly improved by' phenohzation, but 
the tremor was unaffected The immobile patient 
suffenng from painful flexor or extensor spasms, or 
both, was the type most often helped Most of the 
author s patients were suffering from multiple 
sclerosis and were bedridden The mam aim of 
treatment was to abolish painful spasms, and m 
c\en' case this aim was achieved at least tempo- 
'■only In most cases the benefit lasted for several 
months The major hazard concerns the disturb met 
cf the urinary bladder and sphincter 

Staphylococcic Infection —B D Corner and co 
"orkers (Bnt M June 25, 1960) made i stud\ 
m a large maternity' unit where clinical stiphvlo- 
™ccic infection had remained at a steadilv high 
pel for several years They found that tlie intro 
ection of a new technique of treatment of the 


umbilicus and skin of the newborn infants with 
a dustmg powder containing hexachlorophene 
produced a strikingly significant reduction in 
the incidence of clinical infections in both babies 
and mothers, without causing any undesirable 
reactions 

In the past the prevention of cross-mfection in 
maternity units has always depended on rigid 
aseptic nursery technique The authors did not 
suggest that any' relaxation m technique should be 
countenanced, but, at the same time, they recog¬ 
nized that the maintenance of these techniques 
outside the operatmg room was difficult and im¬ 
plied a disciplined staff who had adequate tune for 
aseptic measures Experience has shovv'n that in¬ 
evitably some breaks m technique occur There are 
also economic limits to the extent to which tech¬ 
niques involving the use of equipment and laundry' 
can be applied It is, therefore, essential to realize 
the importance of the load of infection provided 
by' the rapidly proliferating staphylococci on the 
common sites of some mfants as a major factor in 
cross-infection m nurseries Unless this load is 
activ'ely reduced, measures intended to prevent the 
spread of the organisms among mfants who are all 
handled by the same staff are likely to prove dis¬ 
appointing 

The frequent and liberal use of hexachlorophene 
dusting powder has proved to be an mexpensive 
and effective means of reduemg tlie load of mfec- 
tion and has greatly diminished the mcidence of 
clinical infection in the mfants and their mothers 
The annual cost of hexaclilorophene powder and 
plastic spray solution was about 8 cents per baby 

Nursing Homes —Many private nursing homes are 
unable to provide adequate standards of care for 
dying patients and should be closed or, m some 
cases, restricted to tlie care of patients with chronic 
conditions requirmg little attention, according to 
Dr H L Gly'n Hughes m a report to the Calouste 
Gulbenkian Foundation 

In 1956, 27,050 deaths among patients requinng 
skulled terminal care occurred in hospitals and 
institutions outside the National Health Service A 
large proporhon of these took place m private 
profit-making nursing homes and homes run bv 
voluntarv' organizations After the advent of the 
National Health Serv-ice, more and more private 
homes turned completelv to the care of older peo¬ 
ple, but manv of these homes were not equipped 
to provade the terminal care of patients who, in 
their last stages, require the most skilled nursing 
attention In some homes the staff ratio was far too 
low The onlv fullv trained nurse might be the 
owTier, and m a large number tliere was no night 
staff Dr Hughes concluded that the care of the 
chromcallv ill must not be divorced from "eneral 
medical care 
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THE PHYSICIAN WHO WAS NOMINATED 
FOR PRESIDENT 

To the Editor —The aiticle by Dr James A Tobey, 
“The Phvsician Who Was Nominated for President” 

(/ A M A 173 296 [May 21] i960}, is a most in¬ 
teresting contiibution to our iiferafuie on pfivsicians 
who have made ma 30 i contnbutions in fields outside 
of medicine, and I am sure that there are many, 
including phvsicians, who are not aware that Gen¬ 
eral Leonaid Wood, who seived as Governor of 
Cuba, Chief of Staff of the United States Army, and 
Governor General of the Philippines, and was even 
nominated as a candidate for the piesidency of the 
United States was a physician 

Geneial Wood might also be an example of an 
individual in whom disease has, or might have had, 
an impoitant influence on histoiv, although in liis 
case his illness did not mterfeie appreciably with 
liis cm ccr 

Dr Tobex has mentioned that General Wood 
died following the thud opeiation foi a tumor of 
the skull Theie is a most interesting account of 
General M’ood’s clinical histoiw m Di Haivev Cush¬ 
ing’s monogiaph on the meningiomas, published in 
1938 He had stiuck his head on a chandelier on 
shipboard in 1898, and a small growth of bone at 
the site of injuiv became apparent some time later 
By 1902 there w'as evidence of an intracranial 
tumor, with sxmptoms of inci eased intraciamal 
pressure, numbness, and weakness of the left side, 
and then focal sei7uics m these extremities These 
symptoms inci cased, and Di Cushing operated 
upon him m a two-stage piooeduie m Febiuary, 
1910 sketches of the site and size of the tumoi are 
mcor’poiated m the desciiption of the operation It 
was thoimht at the time that the tumor had been 
completely icmoveci, and Geiter.,1 ? 

Ins achv.l.es, winch, as vve mav see from Dr Tobey s 
irticle wcie not adversely influenced whatevei by 
the fact that he had had an opeiahon for biam 
tumor In 1921, hoxvevei, focal seizuies returned, 
.Eng fiist ,ust the left foot In 1923 them 'vas .n- 
creasmg sp.istictv of the leg and aim, and by 19-7 
he had a spastic hem.plegm noth asteieognosis on 
the left and left homonymous hemianopsia In 

WS after the opeiatmnWbeen^c^^^^ 

University of Michigan 

Ann Arbor, Mich 


EDITORIAL POLICY 

To the Editor —It is refreshing to note that witli 
the alterations m the editoiial staff of The ]oorx\l 
there aie also otlier changes, such as variations of 
the format, the tasteful design of the cover, and 
more si^ificandy, the imphcations m the editmsl 
tone and scholaily flavor It is not undue optimism 
to hope that this new policy w'lll mclude the at 
ceptance of the oiiginal liteiaiv style of the au 
thors of scientific and othei contiibutions to The 
Journal In fact. Dr Talbott, fiom Ins editorial 
chair, poi tends this enlightenment in a frank state 
inent of futuie policy (July 2, p 1031) wind 
promises such acceptance Tlieie is no desiie or 
my part to process a manusciipt through a menta 
machme in oider to confoim to an establishec 
pattern or prototype A physician’s style am 
w'ord composition reflect his peisonality I believi 
that It should not be alteied any moie than th 
photogiaphei is entitled to altei a studio portrai 

each IS entitled to letam Ins owm portrait o 
composition The conveision to the cuirent polic 
has not been an easy one to piomulgate” 

In defense of tins new editorial policy, one ask 
what has happened to the distinctive prose wine 
appealed m the medical publications of other year 
Some papeis of that time w^ere distinguished bv 
tiue hteian’ technique winch made the most m 
mteiestmg material come to life One leads jli 
contributions of William Welch, William Osle 
Anton Garlson, Harvey Cushing, Joseph Brenm 
mann, and others of that unfetteied eia with a 
appreciation of their wuting skills and dis^hncti 
styles Tins freedom of expression is difficult I 
acLve presently, as all who have had pape 
accepted bv learned journals would 
die staS siiheditoys compete wnth one anotlie 

:rof Wue pencune end res„» 

a uniform and stereotyped pioduct, 

It weie written by one single „ 

are the coloiful sentences with well-selected ^ 

verbs und ndjechves and the 

wb.d.bnghte„ed and made ^ „ 

diab material If one reaos s 
one modern medmal .otnm h be fin* . 
wiitten in one bleak to 

sjmilant)' glaringly evi , , dinned 
inbutions be a'™clen«d b^ PP 1> 

ology, as If fELnal wait 

wmarandVdieies? Tins opinion is not thal 
but one observer 
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Presently, however, in editor may bravely stand 
out against the conventional and hackneyed stylism 
of present-day scientific wnting and patently permit 
individualism to shine through A case in pomt is a 
recent paper m the American Journal of Proctol¬ 
ogy The presentation is on an unobtrusive subject, 
‘Sphincter-Protecting Hemorrhoidectomy,” and was 
written bv Dr Walter C Bomemeier, a surgeon 
of distinguished ability, a parliamentarian of note, 
a frequent contributor to the literature, and a ver¬ 
satile representative of the medical profession in 
many executive, judicial, and legislative phases of 
organized medicine and ancillary groups The paper 
IS largely a technical description of an operative 
procedure of interest pnmanly to the proctocologist 
and general surgeon operatmg in the nether anat¬ 
omy of the human body Yet the style of the 
introductory paragraphs is so freshly imagmative 
and descnptive that even an ophthalmologist, far 
removed from this sphere of mterest, would be 
inclined to pursue the reading to its conclusion 
because of this colorful and ongmal prose These 
preliminary lines are presented here for the delec¬ 
tation of the cathohc reader of medical hterature 

The prune objective of a hemorrhoidectomy is to remove 
the offenduig vancosity with as httle damage as possible to 
the patient You can damage, deform, rum, remove, abuse 
amputate, maim, or mutilate every structure in and around 
the anus except one That structure is the sphincter am 
There is not a muscle or structure in the body that has a 
more keenly developed sense of alertness and abihty to 
accommodate itself to varymg situations 
They say that man has succeeded where the animals fail 
because of the clever use of his hands, yet when compared 
to the hands, the sphincter am is far superior If you place 
into jour cupped hands a mixture of fluid, solid, and gas 
and then through an openmg at the bottom try to let only 
the gxs escape, you will fail Yet the sphincter am can do it! 
The sphincter apparently can differentiate between solid, 
fluid, and gas It apparently can tell whether its owner is 
alone or with someone, whether standing up or sittmg down, 
whether its owner has his pants off or on No other muscle 
in the body is such a protector of the dignity of man, yet 
so ready to come to his rehef A muscle hke this is wortli 
protecting! 

When so disbnctive a gem as the above can still 
evade tlie ever-conformmg rules of editonal dicta, 
then there is sbll hope for freedom of original 
evpression and style in medical literature 

Herman F Mexer, MD 
2235 Pratt Ave 
Chicago 45 

nerve conduction velocity 

^ the Editor —In The Journal, July 16, under 
OH'espondence, a “correebon’ was suggested for 
paper, ‘ Clinical Value of Motor Nerve Conduc- 
Velocity” {JAMA, Apnl 30, p 2030), by Dr 
°bert Hodes, of one of the references we quoted 


During our study, we thoroughly reviewed Hodes’ 
published work and have gamed much from it 
However, it has been shown smee this study that the 
conduction velocity is normal m poliomyelihs ‘ 

Unfortunately, Dr Hodes apparently did not con¬ 
sider the effect of the reduced temperature on the 
conduebon velocity m the paretic limbs of polio¬ 
myelitic patients We have found a reduebon of the 
conduction velocity of 5% per degree Cenfagrade 
This IS of the same order of magnitude as others 
have reported (Lambert 2 4 M/s per degree Centi¬ 
grade) ' Trott and co-workers * demonstrated the 
reduebon m temperature of the parebc limb m 
poliomyelihs Hendneksen and Lambert ‘ warmed 
the parebc limb of a pohomyelibc patient and \x ere 
able to show that the conduebon velocity, previous¬ 
ly reduced, returned to normal 

More recently our group has published a study 
of motor nerve conduebon velocity in 100 pahents 
admitted as paralytics * In all pahents with labora¬ 
tory evidence (stool isolahon of virus or convales¬ 
cent serum titer rise) of poliomyelihs, the conduc¬ 
tion velocity was the same as m our normal controls 
at vanous hmes during their illness Conversely, the 
conduebon velocity is usually reduced by 40% or 
more in pahents with idiopathic polyneuritis This 
makes this determination of invaluable aid m tlie 
differenhal diagnosis of pohomyelihs-hke diseases 

Ernest W Johnson, M D 
410 W 10th Ave 
Columbus 10, Ohio 
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FROM A LAUNDRY “SHOOT’ 

To the Editor —I thoroughly enjoyed the editonal 
enhtled “Postoperahve Sepsis,” m The Journal, 
Julv 9, page 1140 It x\ as cogent and verx' apropos' 
However, smee when is laundry chute” spelled 
shoot”—and hvice yet^ 

Kenn-eth B Babcock, MD 
200 E Ohio St 
Chicago 11 

W'e certamlv shot the chute —En 
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BOOK REVIEWS 


Man in Space Edited by Lt Col Kenneth F Gantz, 
USAF Price, $4 Pp 303, witli iome graplis Duell, Sloan 
A Pearce, Inc , 124 E 30th St, Ncn’ lork 16 1959 

We live m the age of sputniVs Now that man is 
lilannmg to go right on out into outer space, we 
need information about the cluster of problems he 
will encounter as he ventures forth from his ordi¬ 
nary' habitat Man in space suddenly confronts a 
mvnad of new or, at least, strange phvsiological 
and medical problems Answers can haidly be 
extrapolated fiom studies done so far on the weight¬ 
less state of zero gravity for a period of only slightly 
more than one minute The experiences of solitude 
.md boredom in model space capsules make us 
aware that man is still the limitmg factor in space 
travel The first problem to confront a man launched 
into space is the gieat gravitahonal build-up which 
develops at the time of leaving the launching pad 
Something of the oidci of nine times the oidinary 
force of giavity is involved Human centiifuges 
have this pioblem well mapped out, if not com¬ 
pletely solved Vibiation may pose another danger 
The tremendous heat of the burning propellent as 
well as the possible leakage of fumes present addi¬ 
tional pioblems 

Hoxv will human peifoimance hold up when 
most of the oidmaiy stimuli and contact with 
reality are icmoved m tofo? The dcxelopment of 
the new specialty, space medicine, is going on 
-apace Much of the mfoimation-available in the 
book, Man In Space, emphasizes only the seiious 
and unsolved peiplexities which have been antici¬ 
pated Theie may be many moie ^Ve may get some 
dully comfort fiom the fact that a tiemendous 
amount of xvork has been m progress foi some time 
m an effoit to anticipate and solve the ma)or piob- 
lems This book gives a useful viexv of the situation 
in its eaily pie-Columbian stages 

WiluamB Bean, md 

E,c«rpl«d to ArJ. M Ucd 130.305 (A,,e ) 1960 


F J Milner & Sons, Ltd , Brentford A London, 1959 

Anv clinician interested in impiovmg his ability 

to ml Im senses of sight. '''“"“S’“lemg 
u m tsbamening his sensibility, and m seeing 
smell, m sharp^wng 

how one can u ) ^ to study Richard 

right way, will be de g sensibility of 

strss—- 


tures for 1959 Asher is a physician who has already 
established a wide reputation as a medical stydist 
and who knows well the influence of words m mak 
mg or preventing medical progress He is a down 
to-earth clinician He is the namei, though not tlie 
inventor, of the Munchausen Symdiome As a writer 
of medical essays of great distinction, Richard Asker 
already has a following wherever elegant medic.il 
English IS treasured He is one of a dimmisliing- 
indeed, nearly extinct—tribe of physicians who are 
keen obsen'ers, sound thinkers, and aiticiikite 
writers The exquisite simplicity of his style and the 
apparent graceful ease of its execution betoken 
years of discipline, drill, and woik—far more than 
a fortunate gift of the gods It is possible to enjoj, 
the pleasure of a marvelous conjunction of .i 
groundedly learned medical scholar, a sound pxac 
titioner, and a wise teacher who can present his 
ideas with striking simplicity and grace and who 
puts to shame most people now wilting in Amen 
can medical journals 

William B Bcxn, MD 

Excerpted from Aic/i Int Med 1510:309 (Aug ) 19C0 


A Handbook of Diseases of the Skin By Herbert 0 
lackey, FRCS1,LRCP1.DPH Sixth edition aolh 
5 6d Pp 263, with 203 illustrahons The Macmillan Com 
any, 60 Fiftli Ave, New York 11, Macmillan & Co, Ltd, 
0i)t Martin’s St, London, W C 2, England, C J F.allon, 
,td, 43 Parkgate St, Dubhn, Ireland, 1959 

Students and practitioners should find this com 
jact handbook a useful guide to the diagnosis and 
teatment of the commoner diseases of the skin I 
IS concise and readable and is designed and printed 
for rapid refeience In this edition the sections on 
therapy have been extensively revised and brought 
UP to date The volume is, m effect, a basic tex 
book of deimatology Short chapters or, tire anj 
omv physiology, and pathology of the skin preced 
the cLLl dSenptot of the md.vrdual dem 

‘“nt for top«. 

?”rofZ.rlS-a utafo. featrrre Tl„s hoof a 

r'prnmmended 
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QUESTIONS AND ANSWERS 


NEPHRITIS AND ABDOMINAL PAINS 
To THE Editob —What percentage of patients have 
severe acute abdominal pains at the onset, or 
during the course of, acute glomerular nephritis? 
I know that this is not uncommon in children but 
wonder about its occurrence in adults 

M D , New York 

A^s^VER—The answer to this question depends 
on the cntena used to establish the diagnosis of 
acute glomerulonephritis Many instances of this 
disease are so mild that the patient never realizes 
that he is ill Unless urine examinations are per¬ 
formed periodically for 1 to 4 weeks after strep¬ 
tococcic or suspected streptococcic mfections, the 
diagnosis of acute glomerulonephritis may be 
missed The mcidence of asymptomatic acute glo- 
merulonephntis is not known, but judging from 
experiences ivith epidemics of nephritogemc strains 
of streptococci it must be high 
Abdominal pam at the bme of onset of sympto¬ 
matic acute glomerulonephritis is suflSciently com¬ 
mon to represent at tunes a diagnostic problem For 
instance, 3 of 39 adult patients with proved post- 
streptococcic acute glomerulonephritis whom we 
observed in the past 5 years complamed of abdomi¬ 
nal pains, which were fairly severe in 2 Costover¬ 
tebral angle, lumbar, or flank pams, however, were 
more common, occumng m 8 of the 39 patients 
As the questioner suggests, abdominal pain prob¬ 
ably IS more common m children with symptomatic 
acute nephritis than in adults 
In the course of chronic glomerulonephritis, ex¬ 
cluding incidental causes, abdominal pains do not 
occur except dunng rare exacerbations or in the 
terminal stages of the disease as part of the uremic 
sjmdrome In the latter circumstance, abdominal 
pains or discomfort from one cause or another occur 
m more than one-half of the patients 

Davd) P Earle, M D 

OILY SKIN 

To THE Editor —Why does one’s skin become ex¬ 
cessively oily after removal of the prostate? 

M D, Oklahoma 

Axsxvhr —This IS probably a coincidence 

Louis A BrunstesG, M D 

llirmi'^ published base been prepared b> competent au 

Or tb however represent the opinions of an> medical 

^ OfRtinizntion unless specifically so stated in the rcpl> Anon>- 
tKp ' ®®™^unieTtions cannot be ans%vered E\ery letter must contain 
"■Dters name and address but these Mill be omitted on request 


DEODORANTS FOR HOSPITALS 
To THE Editor —Has any recent research been 
done on the nullification of odors in large wards, 
especially in institutions for mentally defective 
children and patients with chronic diseases^ 

A Ftnlayson, M D, Orillia, Ont, Canada 

Ansxver —Long experience has demonstrated that 
the only satisfactory odor control program m un¬ 
tidy wards of mental hospitals is one based on 
cleanhness The most successful expedients m our 
cleaning procedures are the germicidal detergents, 
such as the quaternary ammonium compounds 
These sanitizing agents get at the source of odors 
by destroymg bacteria-laden deposits, and they 
leave on the cleaned surfaces a residual bacterio¬ 
static film which discourages bacterial growth and 
helps to prevent odor development Ward odors 
have also become less noticeable smee we instituted 
the impregnation of laundered Imen and clothing 
with a quaternary ammonium compound solution 
at the time of the last nnse Results of a wide va¬ 
riety of attempts to deodonze” wards through 
other means, such as the mstallation of ultraviolet 
lights, “ozomzers,” or the application of camouflag¬ 
ing perfumes, have not been gratifying 

Otto L Bettag, M D 

VASECTOMY 

To THE Editor —In the vasectomy operation for 
sterilization, after a small piece is removed for 
identification, is it a valid procedure to coagu¬ 
late the cut ends by electrocautery instead of 
tying them? What material is best for ties of 

M D , Florida 

Ansxver —In the vasectomy operation for sterili¬ 
zation, this consultant can see no benefit to be de¬ 
rived from coagulating tlie cut ends of the vas 
xiTth electrocautery In fact, there is a disadvantage 
m that there would probably be a slough, and there 
might be a leakage of sperms from the proximal 
portion of the vas and possibly a spermatic granu¬ 
loma would develop at this point This technique 
should be condemned 

It makes little diflFerence xx’hetlier the end of the 
vas IS ligated xvith silk, catgut, nvlon, or a silver 
clip Cotton IS not recommended because it does 
not do XX ell m the scrotal contents and max form 
a granuloma and a tissue breakdoxxm The easiest 
XX ay to tie ofiF the vis is to sever it and ligate it xvith 
plain catgut The ends of the xasa rarelv reunite 
spontaneouslx 
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INTRAPERITONEAL INFUSIONS 
To THE Editor —Wliaf are the indications for, and 
contraindications to, giving finds miraperitone- 
ally? 

A i\/ Powell, Jr, M D, Frederick, Md 

Answer— In geneial, isotonic fluids will be ab¬ 
sorbed from the peritoneal cavity Undei ceitain 
cncumstances, such as livei disease, congestive 
heart failure, and hypoproteinemia, this may not 
be true The reason that this method of administra¬ 
tion of fluids IS little used and, in fact, is not only 
contraindicated for routine hospital use, but should 
be used only under most unusual circumstances, is 
that there are seveial risks involved There is the 
risk of introducing a bacterial infection mto the 
peritoneal cavity The possibility of puncturing the 
intestine is very real, especially in the absence of 
pre-e\isbng ascites Furthermore, tlie use of any¬ 
thing except an isotonic saline solution would be 
likely to produce a low-grade chemical peritonitis 
In addition to the intrinsic risk involved in a chemi¬ 
cal peritonitis, it would deciease, or completely 
stop, absorption of fluid from the pentoneal cavity 
For these reasons, I would stronglv advise against 
the use of this method for routine parenteral ad¬ 
ministration of fluids 

Richard B Capps, M D 


JAM A, Sept 17, i960 

The ether containing the porphyrm rises to the too 
so that the readmg under the Woods’ lamp maybe 
made immediately but preferably only after 10 ot 
15 minutes The fluorescence observable under the 
Woods lamp in a darkened room is arbitrarily di 
vided mto these classifications 

0 Light blue to hght green-normal poiphynn concen 
tration 

1 Slightly observable red fluorescence-slight increase in 
poiphynn 

2 Distinct red fluorescence-moderate increase 

3 Strong red fluorescence—marked increase 

4 Deep red fluorescence—very marked increase 

This metliod may be made more nearly guanb 
tative through tlie use of a suitable colonmeter 
Tins mediod is not specific as an index of lead in 
take All persons exhibit trace quantities of porph)' 
nn in tlie urine In at least 30 disease states otlier 
tlian lead intoxication, urinary porphyrin levels may 
be high, but these odier states are rare in a ivork 
ing population This metliod is sufiiciently accurate 
to screen out tliose persons requiring more exact 
tests of lead in blood and urme, as mentioned 
above When in any large number of workers xvitli 
lead more than 10% yield significant results on the 
scale mentioned above, it is proper to conclude 
tliat ex'posure to lead has occurred 

Carex P McCord, M D 


QUESTIONS AND ANSWERS 


LEAD POISONING 

To THE Editor —What ate the best, simplest, most 
accurate, and most quantitative screening tests 
for exposure to lead^ 

J IV Bull M D, Marion, Ohio 

Answer —The simplest procedures are unlikely to 
be the most accurate and most quantitative More¬ 
over, the term “screenmg” piesupposes some de¬ 
partures from accuracy and precise quantitation 
The most accurate tests relative to exposure to lead 
are a series of quantitative detenninations of tlie 
lead content of blood and urine Such tests are 
far from simple and are subject to errors In some 
states there may be no laboratory competent to 
conduct such tests Therefoie, what is presented 
below IS a simple, practical procedure, sufficiently 
quantitative for screening puiposes-a method 
which may be applied in large numbers in any 
industrial medical department or industrial lab¬ 
oratory^ This procedure is the determmation of 
urinary porphyrin values 

A suitable techmque is as follows To 10 cc of 
urine m a 25-ml test tube, 2 drops each of glacial 
acetic acid and 3% hy'drogen peroxide, and 2 cc 
of ether are added The stoppered test tube is 
shaken on its long axis about 20 times Some foam¬ 
ing may arise and is to be avoided, if possible 


MIXED RACIAL STRAINS 
To THE Editor —Where can a young mixed couple, 
half white and half 'Negro, who are expecting a 
baby, find acceptance m society for themsckcs 
and their offspring^ Some have advised these 
persons that Puerto Rico, the Bahamas, or Ha 
wail afford the best chance to allow these people 
a normal social development 

M D , Illinois 


Answer —It is questionable whether it xvould be 
in tlie best interests of tins couple to advise tliein 
to try' to find acceptance m society by gomg abroad 
The difficulties associated with such a move, e g, 


Dguage, separation from friends and family, an 
miliarity xvith jobs and workmg conditions, and 
ilation from one’s native land, people, and cus 
ms are such that one ought to weigh them care 
lly before advismg emigration There are com 
unities m the United States where such couples 
id a degree of acceptance sufficient to allow for 
lativelv normal social development This is par 
mlaily so in the larger metropolitan areas sucli 
New York, Chicago, and San Francisco 
Since a mixed couple usually would be quite 
miliar noth the sociological problems nwolveu- 
wonder why they asked for advice from a 
lysician Could they really be asbng hiru. ju ^ 
direct manner, whether he would accept tbeni 
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Congenital Anomalies of JRenal Tubules in Infantile Ne¬ 
phrosis —Microdissection of the kidneys of an infant who 
died of infantile nephrosis’ %\hen 70 days old disclosed the 
Kistenee of mulhple cyst-hke dilatations in manv of the 
proMmal convoluted tubules The cystic portions of the tu¬ 
bules revealed numencal cellular increase, suggesting that 
tliese lesions represented congenital defects Ordinary lusto- 
logical sections also disxilayed dilatation of provimal tubules 
but sirtually no glomerular change Electron microscopy 
disclosed no significant alteration of glomeruli Although 
thrombosis of right renal vem and inferior vena casa was 
present, tlie protemuna W'as tliought to have resulted pn- 
manly from tlie congenital tubular lesions The case belongs 
under die headmg of ‘infantile microcystic renal disease,’ 
1 term employed by Oliver to delineate the ren d lesions of 
a small group which may be separated from the general 
infantile nephrosis group 


Acute and Chrome P)elonephritis in Children—Although 
acute pjelonephntis is often an obvious clinical diagnosis, 
clironic and recurrent pyelonephritis can insidiously damage 
the kidney before being clinically recognized Unne cultures 
an: the only rebable metliod of diagnosing these cases of 
subclmical infection Clean voided unne specimens from 
botli male and female children w ere found to be satisfactory 
for culture when tlie pour-plate method was employed A 
colony count of less than 1,000/ml was found in tlie majonty 
of normal children and a count of more than 10,000 in 
children with clinical pyelonephnbs Counts between 1,000 
and 10,000 w ere infrequent and probably represent contam¬ 
ination Because the pour-plate technique is stnctly a lab- 
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ordtory procedure, a spread-plate method was developed 
vvhich was simpler, equally dependable m measunng the 
degree of bactenuna, and applicable to out-patient and 
office use 

Prolonged Steroid Therapy in Childhood Asthma —This 
study confirms the benefits and dangers of prolonged steroid 
therapy in chddhood asthma, and desenbes the difficulties 
of discontmumg such treatment Thirty-mne children with 
disabling asthma unresponsive to roubne treatment were 
given prednisolone conhnuously for an inihal minimum 
penod of 12 months The responses, assessed m September, 
1957, were good or evcellent m 31 and fair in 7 One boy 
had died from adrenal failure and sepbeemn, 1 girl had 
recovered from an episode of adrenal failure, some growth 
suppression was noted retrospecbveJy m 7 children From 
October 1957, drug withdrawal was attempted in every 
child Suteen months later 11 of 13 sev'ere and 8 of 25 
moderately severe cases sbll needed steroids regularly 
Eight of the w eaned children had been off treatment ov er 
12 months, 11 an average of nearly 7 months 

Type-Specific Immunity to Streptococcal Infections —In the 
penod 1947 through 1957, data were obtained on 3,047 
chddren wath 6,198 beta hemolybe streptococcal infeebons 
seen m pnvate pediatnc praebce Among these there were 
473 patients m whom a specific type was isolated more than 
once In 286 of 473 instances the 2 specific types were 
different and in 187 they were the same In 138 instances 
the 2nd isolate vvas recovered from a 2nd clinical attack 
of streptococcal disease The interval between the 1st and 
2nd attack ranged from 8 davs to 5 years In all 138 cases 
the child was treated with pemciUm m his 1st attack Thus 
we hwe clinical proof tliat type-specific immunity did not 
develop m these children and we assume this to be due to 
the use of penicillin therapeubcally Nev'ertheless, our epi¬ 
demiologic data indicate that, m tlie more than 10 years 
of our ohservabon of sbeptococcal infeebons m children 
immunity develops with adsancmg age 

ECHO 9 Traced to Children s Party —Entenc cytopathogenic 
human orphan (ECHO) 9 virus has been shown to c-ause 
a vaneh of illnesses In some die predominant finding is a 
rash In others the pnneipal feature is menmgibs and m sbll 
others botli rash and meningihs occair A child s birthday 
party provided an opportunity to study an outbreak of an 
exanthema, apparently caused by ECHO 9 virus The out¬ 
break was characterized by a high degree of contagiousuess 
There was absence of ohjeebve signs of central nervous 
system involvement The rash often began and was usuallv 
concentrated on the buttocks The incuhabon penod in chil¬ 
dren ranged from 3 to 8 days with a mean of 4 8 days 
Sev cral isolates of ECHO 9 varus w ere tested for patliogem- 
city in newborn mice and were found to be vindent for 
these animals 

Serum Protein Paper Electrophoresis in Cyshc Fibrosis — 
The serum proteins and electrophorebc patterns of 114 
pahents wath vaiyang degrees of seventy of cysbc fibrosis 
were studied. No changes could be observed in alpha, and 
beta globulins regardless of the stage of the disease Marked 
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progressive changes were observed, with a reduction in 
albumin and an increase in gamma globulin levels which 
correlated witli the seventy of tlie disease Significant but 
lesser changes were observed in the alphas globulin levels 
sshich became elevated as the seventy of the disease in¬ 
creased Except for a progressive increase of the gamma 
globulin, no other significant changes were observed with 
increasing age of the patients The aberrations of the electro¬ 
phoretic pattern from normal appeared to correlate svith the 
pathological changes in this disease It was impossible to 
disbnguish between those changes due to hver involvement, 
to chronic pulmonary infection, or to malnutnhon 

Nephrotic S>ndrome of Childhood-The 82 neplirohc chil¬ 
dren were divided into 3 groups and compared Group I 
consisted of 33 pabents, the onset of whose disease was prior 
to the advent of both antimicrobial and hormonal therapy 
Group II w'as composed of 24 children who received anti¬ 
microbial therapy, and group III consisted of 24 children 
currently being treated with anbmicrohials and ACTH or 
cortisone The pabents of group III were edematous during 
27% of tlie first 2 years of their disease in contrast to 79% 
of tlie time in group II The mortality of pabents in group 
III after 4 years was 20% in contrast to a rate of 70% 
in botli groups I and II It is concluded that current hor¬ 
monal tlierapy diminishes edema in childJiood neplirosis 
Furdier, although tlie ulbmate mortality in current pabents 
remains to be determined, the analysis thus far is encoiir- 
aging 


Differential Diagnosis of Diffuse Sclerosis in Children —The 
problem of recognizing the vanous diseases that are com¬ 
monly and erroneously included m the terms “Schilder’s 
disease” or "diffuse sclerosis” is important for prachcal and 
theorebcal reasons Since the ebological agents are unknown, 
the following classificabon based upon neuropathologic con- 
siderabons is proposed (1) The myehnoclasbc group, m 
which tile myelin has been normally consbtuted and is 
secondanly destroyed, includes mulbple sclerosis as well as 
Schilder’s cerebral sclerosis (of the 1912 type) (2) The 
leucodystrophies are diseases closely related to tlie lipidoses, 
and it IS suggested that their basic pathologic process is 
dysmyehnabon, a disturbance of myelin anabohsm Six types 
of leucodystrophy are recognized (3) The subacute leiico- 
encephalibdes are probably of inflammatory origin, m these 
the destnicbon of myelin is secondary to the inflammatory 
process Three types have been desenbed 


Interstihal Cell Tumor of Testis m a Child -A case of an 
mtersbbal cell tumor of the tesbs resulting in pseudopreco- 
cious isosexual development in a 7-year-old boy is reported 
Maturabon of tesbcular bssue adjacent to the tumor was 
found There was also less advanced but definite maturation 
of die opposite testis Unnary excrebon of 17-ketosteroids 
pnor to surgery was elevated for the child’s age On a daily 
basis the child excreted androsterone 5 6 mg, ebocholano- 
lone 2 7 mg, 11 -ketoandrosterone 0 19 mg , 11-ketoebocho- 
lanolone 025 mg, 11 -beta-hydroxyandrosterone 0 24 mg, 
and ll-beta-hydroxycholanolone 0 07 mg An increased 
kcrehon of estrogens was also found in the unne This 
tumor differed biochemically from an interstitial cell tumor 
of the tesbs m another child, previously studied by Savard 
and others, m the apparent absence of 11 -beta-hydroylase 
capable of acbng on a C« substrate No regression of sec¬ 
ondary sex charactensbcs occurred following surgical ex¬ 
cision of the tumor 


JAMA, Sept 17, i960 

Toxicity of Chloramphenicol m Newborn o» Adult Mice 
Recent clinical reports suggest that chloramphenicol is more 
toxic m newborn human infants than in adults However the 
data on humans is limited and difficult to inteipret became of 
inadequately controlled variables Some expenmental esala 
ahon of chloramphemcol toxicity in the newborn os adults 
seemed desirable There were 394 newborn and 300 adult 
mice used m the study The lethal dose for 50% of newborn 
mice under the condibons of the expenment was found to 
be 360 -f or —2 5 mg per kilogram in 24 hours The 
lethal dose for 50% of adult mice was found to be 1,675 
-f or —56 mg per kilogram in 24 hours, or 4 7 times 
as much as tlie lethal dose in 50% of the newborn The 
results of this study, as well as Icnoxvn differences m the 
sensibvity of the newborn us adults to otlier drugs, empha 
size the desirability of toxicity studies on new drugs in 
nexvbom as well as adult expenmental animals before tlieir 
use m man 


Cushing’s Syndrome in 8-Year-OId Girl -A case of Cushings 
syndrome without tumor occurred m an 8-year-old gir) 
She had tlie cliaractensbc signs and symptoms of the sja 
drome, generalized osteoporosis of the enbre skeleton, 
compression of die vertebrae, eosmopenia, elevation and 
altered diurnal rabo of unnarj' 17-hydroxycorbcoid excretion, 
an exaggerated response to intravenous corticotropin, and a 
decreased response to 9 alpha-fluorohydrocorbsone One 
adrenal gland xvas removed at the age of 10% years and on 
histologic exammahon was interpreted as showing changes 
compabble with a diagnosis of Cushing’s syndrome Post 
operabvely diere was a temporary drop in the unnary 17 
hydroxycorbcoids but studies earned out 8 months after 
surgery again revealed elevation of these steroids and a 
diminished response to the fluorohydrocorfasone Because of 
persistence of the signs of Cushing’s syndrome the 2ni 
adrenal was removed xvhen she was 12 years old 
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cLnicnns and m increasing reduction in tune and facilities 
deioted to clinical and practical teaclimg Among tlie pnnci- 
pal reasons for this is tliat the great clinicians have been 
largely superseded by “basic researchers as the main pro¬ 
curers of the needed funds and prestige for medical schools 
If our medical schools are to present tlie great clinical 
teachers from joining the dodo, and are to produce the in¬ 
creasing numbers of able practitioners our country needs 
more funds must be made available for chnical teachers 
chmeal researcli, and clinical students Because dermatolo¬ 
gists deal uitli that human tissue winch lias always been 
the greatest inspiration to fundamentil research as well as 
tlie most useful for chmeal teaching and clinical investiga¬ 
tion, tlie) have today a particular responsibility to foster the 
clinical aspects of their specialty as forcibly as its research 
opportunities 

Juvenile Melanomas and Melanocarcmomas of Children — 
As a result of the clarification by Spitz of the histological 
entena for the diagnosis of juvenile melanomas of children 
it has become possible to utilize tliese entena for the evalu¬ 
ation of morphologic illy related lesions, namely, the juvenile 
melanomas of adults and tlie melanocarcmomas of children 
On the one hand, it is now abundantly clear that letlial 
malignant melanomas do occur prior to puberty and, on 
the otlier, that juvenile melanomas, morphologically quite 
like those of children, are not rare in adults Furthermore, 
in the past, these juvenile melanomas of adults have fre¬ 
quently been erroneously regarded as malignant merely be¬ 
cause the individual w is postpubertal Therefore, the recog¬ 
nition of these tumors is of obvious critical importance and 
this recognition is dependent on a firm grasp of their histo¬ 
logical definition 

Pseudopelade —Loss of hair with a distinct clinical pattern 
and with liistopathology which was not patliognomonic was 
desenbed b> Brocq in 1885 under the name of pseudope¬ 
lade Its etiology still remains obscure Recent studies 
suggested that hchen planus of the scalp could be the cause 
of the alopecia To date there is msufficient evidence that 
any disease, cvtemal or systemic, is the cause of pseudo¬ 
pelade Lichen planus is particularly doubtful because of its 
ranty on the scalp The term pseudopelade, limited to the 
loss of hair watli a pattern of alopecia areata and witli 
unknown etiology should remain became it has been m 
use for 70 odd years and cannot be replaced by a satis¬ 
factory English term The term alopecia cicatnsata should 
not be used as a synonym of pseudopelade, but should be 
limited to loss of liur of known etiology such as, for exam¬ 
ple, that from chrome discoid lupus erythematosus sarcoi¬ 
dosis, or metistases to the scalp from internal cancer 

Oral Manifestations of Cy clic Neutropenia —Prepubertal 
gingivitis and recurrent aphthosis, especially severe, deep- 
scamng aphtliae, ment more than casual interest Perio¬ 
dontal hreakdowai, predicated uyion the usual etiologic 
factors operating in adults, is almost nev er seen in children 
"•nd should lead to hematological investigation to rule out 
Pcnodic or cyclic neutropenia Review of the literature as 
"cU as our owai 3 cases (one seen smee submitting paper) 
indicated that penodontal breakdown begin as early as 4 
Soars of age in some children It also indicated that an 
erroneous diagnosis of penademtis mucosa necrotica recurrens 
"as frequently made It is pomted out tlrat repeated blood 
^dies are frequently necessary for confirmation of diagnosis 
sually there is good correlation between the evtent of oral 


lesions and the penpheral neutroyiema and consequently, if 
a blood study is done at tunes otlier tlian at the critical 
points during the 21-day cycle, correct diagnosis can easaly' 
be missed Oral aphthae are not necessarily observed witli 
each cycle Neither does it always follow that especially 
deep ulcers wall disappear at the tune of tlie nse m penph¬ 
eral blood neutrophil count Occasionally tlie oral ulceration 
persists tlirough several cycles Penodontal therapy appears 
to be of no value in treatment of the gingival and alveolar 
bone mvolv'ement 

Bowens Disease and Visceral Cancer—Eleven pitients with 
histologically proven Bowens disease, who bad died, are 
presented It is demonstrated tliat 5 (454%) had no eva- 
dence of any mahgnancy, 2 (181%) had cutaneous epi¬ 
theliomas 3 ( 27 2%) had internal cancers (one each m 
the prostate, bladder, and parobd), and 1 patient had a 
carcinoma of the bladder m addition to a skin cancer Com¬ 
bining the 4 cases wath visceral malignancy, with or wathout 
associated cutaneous neoplasms, this group comprised 36 3 % 
of the total senes This tends to confirm tlie contention of 
Graham and Helvvag that tlie patient vvatli Bow en s disease is 
more likely to suffer from an internal mahgnancy than is 
the person with a normal skin or the one wath an epi¬ 
thelioma 

Observations on Keratosis Folhculans—Three patients vvitli 
keratosis folhculans were studied All had v erruca plana-hke 
lesions on the dorsum of tlie hands These w ere lustologically 
similar to acrokeratosis vemicaformis Palmar and plantar 
keratoses also w ere observed Lesions of keratosis folhculans 
were produced m umnvolved areas by ultraviolet light, 
phenol, ethy'l chlonde spray, and full-thickness grafts It is 
suggested tliat keratosis folhculans, acrokeratosis vemici- 
fonnis, and palmar and plantar keratoses are vaned expres¬ 
sions of the same genetic disorder, and vanous physical 
agents, includmg those used in this study, may precipitate 
clinical expression of tlie disease 

Maduromycosis —Ammusual case of maduromy cosis of nght 
lower leg ongmally classed as chromoblastomycosis, was 
studied in Puerto Rico It was clinically charactenzed by 
recurrent subcutaneous nodules ev entually breaking out vvitli 
suppuration through multiple sinuses, the exudate contained 
Uny black granules Histopatliology showed tuberculoid 
granulomatous lesions m subcutaneous tissue wath fibrosis 
abscess formation, and minute, dark colonies of tlie parasite 
Causative agent, a diphasic dematiaceous fungus showed 

(1) a yeast-hke phase at 20” C (68” F ) producing soft, 
moist, creamy cultures and, microscopically, single or bi- 
cellular elements wath successav e buddmgs at each pole and 

(2) a moldy phase at 30” C (88” F ) producing velvety 
greemsh-grey colonies and, microscopically, sponilation of 
5 distinct types Sporotrwhum, PuUiiIaria Cladosiiorium, 
Phtahde, and Beauvena types, tlie latter type outstandmg, 
not prevaouslv desenbed for anv kaiowai dematiaceous patho¬ 
gen Final classification was deferred until comparative 
studies watli otlier similar species are completed Trt itment 
by surgery, potassium iodide and gnseofuKm was imsaic- 
cessful Tnal wath amphotencm B is planned 

Dermatitis Herpetiformis wath Acantholy sis-Tlie finding of 
icantliolvsis has been equated wath tlie diagnosas of pem¬ 
phigus m recent years Similarly, a favorable response to 
sulfapyndine or sulfoxone sodium (Diasonc) lias been con¬ 
sidered an attnbnte of dcimatibs herpcliformiv Two caves 
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..re presented in ^^\nch tlie patients liad clinical features of 
dermatitis herpotiformis and pemphigus It is emphasized 
t lat in blistering eruptions the presence of acantholysis and 
the response to sulfonamide dnigs cannot be used as ab¬ 
solute diagnostic entena for pemphigus and dcrmatibs 
liertietiformis, respectively, because occasionally they will 
eo-c\ist 


Herpes Simplex Virus-When HF herpes-infected HeLa 
cells Here grown in human senim containing antibody to 
tnc herj^es simplex vinis, the clmractcr of the pHque formed 
bv the s’lnis in one set of cultures changed A plaque com¬ 
posed of very large miiltinucleated giant cells was constantly 
produced instead of the usual small giant-cell plaque The 
neu' strain of vims, designated HPF, was immunologically 
identical wth the onginal HF virus The HPF strain pro¬ 
duced mild kcrahtis uithout encephalitis in rabbits, whereas 
the original HF strain produced severe kerato-conjimctivitis 
with encephalitis which was often fatal Rabbits could he 
immunized against the vinilcnt HF strain by using the 
relative])' nonvirulent HPF variant HPF was less virulent 
than HF when inoculated intraccrcbrally in mice The HPF 
strain may be useful in immunologic procedures and genetic 
studies 


JAMA, Sept 17, 1950 


finci Ciieminnlt: 

> b , < iiu ciieilucais inese pabenk 

have no other abnormality To date there have been 5 other 
families reported witli this entity It is believed tint the 
hereditary pattern is a simple dominant one 


Gumperson s Law and Its Corollaries in Dermatolog) - 
Gumperson’s Law, according to Baxter, is defined thus “The 
contradictory of a welcome probability will assert itself 
whenever such an eventuality is likely to be the most frus 
tr.abng", or, "the outcome of a given desired probability will 
be inverse to the degree of desirability ” Corollary no i of 
tins law states "If anything can go w'rong, it probably will' 
Corollary no 2 is “Nature always sides wath the hitlden 
flaw” Numerous examples are presented from actual e\ 
penences in chnical dermatology, invesbgative dermatology, 
and teaching to show tlie mtense pracbcal nature of the 
appheabon of tins important law and its corollaries Hitherto 
unexplained sibiibons or queries from pabents in regard to 
rcachons, failure of therapy, etc, may he answered veiy 
easily by direct quotes of Giimperson’s Law and its corol 
lanes 


Archives of Neurology 


Inbadeimal Injection of Vasopressors m Human Skin — 
Tw'cnty-six xMsopressor agents w'ere inveshgated regarding 
tlieir ability to induce vasoconstriction m skin Most potent 
of cutaneous vasoconstnetors was angiotonm (Hypertensin) 
Xylometazohne hydrocblonde (Otnvin), tetraliydrozohnc 
liydrochlonde (Tyzmc), and napliazohne liydrochlonde 
(Pnvine) also were effeebve in low concentration Arterenol 
and epinephnne w'ere less potent than tliosc already men- 
boned Many vasopressor agents failed to induce cutaneous 
vasoconstnebon Of die catechol amine denvabves, only 
those with an unsubstituted hydroxy group on the phenyl 
nng were capable of inducing vasoconstnebon in skin A 
large vanet>' of inflammatory skin diseases responded with 
vasoconstnebon when arterenol (10 ®) was introduced mtra- 
dcrmally 


Abrupt Changes in Hair Morphology —An abrupt thickening 
and repigmentabon of fine, vellus-type hairs, without m- 
terniphon of the liair shaft, was occasionally observable in 
the course of corticosteroid thercapy for alopecia areata This 
phenomenon was noted in cases in w’hich the follicle had 
been incompletely suppressed by tlie disease process and, as 
a result, was producing a percephble, but abnormally thin 
and white, hair Upon withdrawal of tlie steroid, such hairs 
narrowed and lost pigment in equally abrupt fashion, re¬ 
sulting in a segment of duck, dark shaft enclosed by fine, 
depigmented portions These examples, illusbated m the 
article, demonstrate the delicate balance between liair- 
growth potenbal and the disease process called alopecia 
ireata They also demonstrate the “suppressive nature of 
corticosteroid therapy m the condition, and prove that these 
drugs can act without preliminary interruption of folhcuhr 

activity 


Hereditary Lcukonychid Totalis -Fourteen members of one 
family, 12 of whom were male, and all of whom had leu- 
konychia totahs, arc presented In all, the ^ 

present at birth Tho nails were porcelain white, but other- 
^sc were normal Leiikonyelua of some degree is a common 
renoTuenon, but a total leukonyclua is rare Suggested 
ctiologic factors arc trauma, febnle illness, metabolic dis- 
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“Humoral Agent in Vascular Headache of Migraine Type 
L r Chapman and others p 223 

•Learning and Retenbon in Monkejs After Amygdaln- 
Hippocnmpus Resechon—J Orbach and others p 230 

"Occlusion of Inlrncrnnia) Venous Stnichires 
H Lemmi and S C Little p 252 

“Candidacy and Outcome in Surgery for Parkinsonism 
Tung Hui Lin and others p 267 

“Percutaneous Iniection of Thalamus m Paikinsomsm 

A Ecktr and T Perl p 27J 

“Cerebellar Ataxia Discussion of Classification 
S Locke and J M Foley e p 279 

“Electrocortical Activation by Estrogens 
J Logothebs and R Hamer p 290 

“Oculomotor Function Following Cerebral Hemidecortication 

in Monkey—P Pasik, T Pasik, and M B Bender p 29S 

“Motivational and Structural Factors in Denial of Hemiplegia 

M Ullman and others p 300 


Humoral Agent m Vascular Headache of Migraine Type- 
Spccimens of subsurface tissue fluid were collected from 
painful sites dunng headache and conbasted witli specimens 
from nontender sites “Headache” specimens contained ab 
normally large amounts of (1) neurokinin, a vasodilnfnr 
polypeptide that has been observed in this laboratory to be 
formed dunng neuronal activity in man (axon reflex anti 
antidromic vasodilatation), and of (2) a protease capabk 
of forming neurokinin when incubated witli plasma globulin 
(This protease was found to be increased in cerebrospini! 
fluid during severe vascular headaclie also ) The amount of 
tliese substances present locally m the subsurface fluid' 
paralleled closely the intensity of pain expenenced Vasciilv 
headache of tlie migraine type is the result of large arteq 
dilatation plus the local accumulation of neiirokanin and 
neiirokmm-forming enzyme, botli implicated m local vaso¬ 
motor control The result is a painful, sterile, infiammatoq 
reaction neurogenicaWy mduced 


mg and Retention After Amygdala-Hippocampus Be 
n -Seven monkeys svith bilateral resections of amjp 
hippocampus, and hippocampal gyrus were sbd^d 
erabvely and postoperatively Cognitive 

mming of visual discrimination problems 

were shoivn to be independent of temporal ncocorf) 
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damage (2) Impainnent in retention of tactile discnmma- 
hon This indicated tint tlie disturbances « ere not modality- 
specilic (3) Impairment in retention and retardation m 
relearning dehved alternation, \nth no parallel disturbance 
In delayed response even when distractions were Introduced 
to decrease efficiency of performance (4) No retardation in 
leanung a simple visual discrimimtion with distractions 
interpolated between tnals, and only mild impairment in 
retenhon of postoperatis ely acquired habits These tests were 
designed to duplicate the essential characteristics of the tests 
which are sensitive to bilateral temporal lobe damage in 
man Four monkeys wath less c- mplete resecbons of allo 
corte\ showed less severe disturbances 

Occlusion of Intracranial Venous Structures —Thirteen pa¬ 
tients diagnosed as having an occlusion of one or more 
intracranial venous structures are reported Electroencephal¬ 
ograms were made for all of tliese patient None died, so 
autopsy confirmation of the diagnosis was not possible In 
the patients presumed to have thromboses of superficial 
cerebral veins there were inibal focal convoilsions and cor- 
hcal neurologic deficits In pabents diagnosed as havmg 
thrombosis of the soipenor longitudinal smus the convulsions 
w ere more frequently generalized and w ere accompanied by 
paralysis of tlie lower extremibes In most instances tbe 
inihal symptoms tended to improve rapidly but a chronic 
convulsive disorder appeared later in a significant number 
of eases The electroencephalograms showed changes con¬ 
sistent witli tlie degree and site of the lesion, witli the 
changes paralleling tlie clinical course 

Candidacy and Outcome in Surgery for Parkinsonism —The 
purpose of this study was to provide data concerning tlie 
relabonship of candidacy to outcome in surgery in Parkon- 
von s disease with special reference to neurologic factors and 
disability Four groups were selected They consisted of 57 
cssenhally unilateral cases 100 mild cases, 100 advanced 
cases, and 100 cases of parkinsonism in elderly persons 
Good results described as complete or virtually complete 
alleviation of tremor and ngidity accompanied by substanbal 
unprovement of motor funebon and locomobon w ere found 
m 80% of the unilateril and early groups, m 75% of tlie 
elderly, and in 44% among advanced cases in long-range 
follow ups (average postoyrerahve bmc was 20 months) The 
surgical results were not related to se\, age, duration of 
disease intensity of tremor, or ngidity Marked brady- 
kinesia out of proportion to ngidity’ was a decisive factor 
for poor outcome in surgery for the adv anced parkinsonian 
It appears that, regardless of the age of the pabents tliose 
wath unilater il and early parkinsonism represent better can¬ 
didates for chemosurgery than those wath more advanced 
disease 

Percutaneous Injection of the Thalamus —Our study demon¬ 
strated the feasabihty of injecbon of the ventrolateral nucleus 
of the thalamus percutaneously from the cheek through the 
foramen ovale Absolute alcohol was injected to relieve 
tremor and ngidity of Parkmsomsan of the contralateral 
limbs Our method employs local anesthesia and av’oids tlie 
use of a sealp incision or burr hole \ 21-gauge needle is 
inserted under radiologic control tlirough the foramen ov ale 
llien a V ery fine needle, 26 gauge, 0 4 mm evtemal diam¬ 
eter, penebates tlie brain—tlius minimizing tlie nsk of 
hemorrhage in the basal gangha The tendenev of flmd to 
reflux around the needle tip is actuallv an advantage with 
t le present technique since it limits the fluid to the target 


area Tremor and rigidity of the contralateral hmb vvere 
reheved m 7 consecubve patients Two of these pabents also 
had involuntary’ bilateral movements of the bps and tongue 
these grimaces w ere also ehmmated 

Cerebellar Ataxia—A case of i 43-vear-old white worn in 
with a progressive cerebellar tremor of head, trunk, and 
limbs of nineteen years dunbon is presented A patemil 
aunt died watli a similar disorder Pathological examinabon 
revealed degeneration of the cerebellopetal system with 
marked reduebon of spmal and bulbar contnbubons The 
cerebellar efferent system was well preserved This cise is 
pathologically disbnet from other cerebellopetal degenera- 
bons in conbast to Freidreicli s itoxia, it included bulbir 
involvement In contrast to the Menzel ty’pe of atrophy, it 
lacked affeebon of the corbto spmal tracts In contrast to 
ohvo-ponto-cerebellar degeneration it included degeneration 
of spmal afferents 

Electrocortical Activabon by Estrogens —The purpose of tins 
study was to present an imusiial pharmacological effect of 
estrogens on tlie cerebral cortex We made our observations 
on 5 normal rabbits and 8 rabbits watli expenmentallv 
produced epilepbc foci In these animals estrogens in the 
form of conjugated estrogemc substances (Premarm) were 
ipphed locally over the cortex using solubons of 0 00001 to 
0 5% or were given by the mtravenous route in amounts of 
10-20 mg By this method we demonstrated an acbvabon 
and spread of local epilepbc discharges is well as a precip 
itabon of paroxysmal electrical acbvaty m the normal cortex 
This imtabve corbeal effect was more pronounced upon 
loeal and corbeal appheabon of the hormone, parbcularh 
in the group wath an epilepbc lesion These expenments are 
in agreement wath our prevaous observabons m hum in 
epilepbcs injected intravenously wath conjugated estrogenic 
substances 

Oculomotor Function After Cerebral Hcmidecorticatioii — 
Three monkeys were examined for ocular movements and 
optokinebc and vesbbular nystigmus before and after one- 
stage hemidecorbcabon Postoperabvely all animals showed 
a transient gaze preference to tile side of tlie lesion For as 
long as 16 months, horizontal optokinebc and vesbbular 
nystagmus to tlie side opposite the ablabon were defective, 
no matter what the method used to elicit responses Verbeal 
nystagmus was transiently impaired Results suggest tint 
oculomotor function is vvadely distnbuted over the entire 
cerebral cortex, tliat the cerebral c-ortex is a pnncipal stnic- 
hire in the mediabon of the quick phase of induced 
nystagmus tint one cerebral hemisphere influences eve 
movements in all dirccbons This influence is predominant 
on the contralateral horizontal vector but is also present in 
the verbeal md perhaps in tlie ipsilatcral direcbon 

Motivational and Structural Factors m the Denial of Hem 
iplegia —This report deals wath tlie interjilay of motiv atiomi 
factors and altered capacity in the cvaluabon of the bc- 
havaoral changes m pabents watli strokes In the case of 4 
pabents wath exphcit verbal dem il a study vv^s made of 
altered sensors impressions altered brain capacity, and the 
role of cnvaronmental events in molding the confabulated 
response Thirtv-four pabents wathout clinical denial were 
quesboned as to wlietlicr tlie affected parts ever felt un 
connected wath the rest of their Ixidv or os if tliev belonged 
to someone else Fifteen gave positive replies Our observa¬ 
tions suggest tint whether or not these initial subjextive 
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reactions progress to the level of explicit verbal denial is a 
function of tlie degree of brain damage and is not directly 
related to the prtmorbid personality of the patient 

American J. of Digestive Diseases, New York 
5 499-578 (June) 1960 Partial Index 

lUhilnliU of Scrum Aiiylnsc Defenninntion 
T r Boyd M B Bo>cl, and J J Byrne p 

Late ImoUement of Alimintnry Tract hy Carcinoma of Kidiui 
Al T KUilnnm and B S Wolf p 

•AtidomumI Pam Anabsii of 430 llmergeno Ward PnfMnl<; 

R M Goidu’An and D C Harrison p 

Stcmid-Trentcd Ulcerative Colitis Climcal and Patlioloeic 
Oliscmtions-H ^f Spiro p 


JAMA, Sept 17, iggfl 
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Abdominal Pam —The atitliors analyyed the records of 430 
patients \sbo (during 1957) came to the emergency ward 
of the Peter Bent Bngliam Hospital, Boston, with the com¬ 
plaint of abdominal pain Only patients over 12 years old 
ire cared for in tins xsard The abdominal pain uas associ¬ 
ated wPb nausea in 45% of the patients, uith vomiting in 
36%, and with diarrhea in 10% Of the total number, 289 
(67 2%) were discharged within the first 24 hours, hut 141, 
or about 1 in 3, u-ere admitted to the hospital from the 
emergency ward Final diagnoses differed from the emer¬ 
gency ward diagnoses in 16 3% of the patients Appendicitis 
W’as confused witli abdominal pain of iinknoivn etiolog>' in 
7 patients and svitli gastroenteritis and torsion of an ovanan 
duct in 2 patients Appendicitis was the most frequent diag¬ 
nosis in tliose hospitalized (43 cases), particularly m those 
between 12 and 30 years of age In 7, or 16%, of these 
a normal appendix xvas removed Duodenal ulcer was tlie 
most frequent diagnosis in the 40- to 50-year age group The 
frequency of intestinal obstruction and of cholecystitis in¬ 
creased with age Gastroenteritis and unnary infection were 
tlie diagnoses most frequently made in those not admitted, 
particularly in tliose under 30 years of age in whom the 
incidence of anxiety states wxas greatest 

Annals of Internal Medicine, Lancaster, Pa 
52 1177-1400 (June) 1960 Partial Index 


"Piilmomo Alveolar Proteinosis 
W Fraimmv, R T Cntlicart, and C Tn>lor 
’Differintial AbsoipUon Test in Steatorrhea 
A A Polncliek and R F Williard 
Eiythropoietic-StimulatmR Factor in the Plasma 
N 1 GallaRher, J M McCarthy, and R D Lanpc 
Uropepsm Escretion and Gastrointestinal Blfedinc 
A J Cummins 

•Phlchosclcrosis of Inferior Vena Cava 
E Moschcowitz 

“XJy asthenia Gras is and Hyperthyroidism 
G D Wcickhardt and A J Redmond 
Tlio Enigma of ‘ Bangungut” 

G E Aponte 
Nonptierpcral Lactation 
A E Wink 


p 1177 
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Pulmonary Alveolar Proteinosis-The authors repoit on a 
28-ycar-old man, and a 36-year-old man, w'lth pulmonar> 
alveolar proteinosis wlio were admitted to the Barton Memo¬ 
rial Division of Jefferson Hospital, Philaclelplna Both pa¬ 
tients had dyspnea and cyanosis and had lost w'eight 
Roentgenograms of the chest obtained from both patients 
showed an increased, rather diffuse density extending from 
the hill and occupying botli midlung fields in one patien 
ind most of tlie lung fields in the otiier The first patient 
was hospitalized tsvice withm 10 months for attacks of pneu¬ 
monia winch presumably responded to antibiotics There 
essentially no change m the chest roentgenograms m 


ths lO-mondi penod The presence of dyspnea for a jear 
before Uie first febnle attack lent further support to^the 
evidence that these attacks were due to a secondary infec 
tion The second pabent was febnle on admission and had 
1 leukocytosis Botli tlie temperabire and the white blood 
cell count returned to normal with the admimsbahon of 
anbhiohcs, without any change in the chest roentgenogram 
or in the degree of cyanosis This also indicates that fever 
and leukocytosis are not necessanly related to the presence 
of pulmonary alveolar proteinosis, but are manifestahons 
of a secondaiy mfechon Lung biopsies were performed in 
botli pahents On microscopic examinabon sechons of lung 
tissue charactensbcallv revealed large groups of alveoli filled 
with proteinaceous matenal In these seebons the capillaq 
bed appeared to be intact and funebonmg Studies of pul 
monary function were done in both pabents to delineate tlic 
reasons for dyspnea and cyanosis Both alveolar-capiliarj 
block and significantly increased venous admcxbire were 
found to be responsible for die cyanosis in these pahents 

Differential Absorption Test in Steatorrhea-Tlie autliors 
report on 7 patients with steatorrhea due to calcific panerca 
btis and on 7 pabents with steatorrhea due to various types 
of malabsorption syndrome who were admitted to Veterans 
Administrahon Hospital, Fort Howsarcl, Md Plasma radio- 
achvaty determinabons were made in these pahents after 
radioactive iodine (P^’)-laheled fat meals (an emulsified 
mixture of I ’“’-tnolein in peanut oil) These determinations 
w'ere repeated on a subsequent day wid) the addibon of 
3 Gm of pancreahe extract (Viokase) to the fat meal There 
W’as a marked difference in response to pancreahe extract 
between the 2 groups of patients The pahents with pan 
creabc disease showed increased plasma I levels, while 
those with intesbnal malabsoqihon showed no change in 
plasma I levels This metliod may be used as a physio 
logical test to differenhate pahents with pancreatic insuffi 
ciency from those w'ltli absorphi'e diificulhes At tlic same 
hme, subshtubon dierapy w’lth pancreatic extract in eich 
pahent with chronic pancreatitis may be evaluated 

Phlebosclerosis of Jnfenor Vena Cava —Of 166 postmortem 
examinabons made at the department of pathology of tlie 
Mount Sinai Hospital, New York, 162 (976%) revealed 
unmistakable evidences of congestive failure dunng life, of 
these, 157 ( 94 6%) showed phlebosclerosis of the infenor 
vena cava In 7 (43%) there was no phlebosclerosis In 
2 cases, phlebosclerosis was shown in the absence of con 
geshve failure These data indicate that phlebosclerosis of 
the infenor vena cava is, 9 fames out of 10, the result of 
tongeshve failure The most common causes of congestive 
failure in the 162 cases were valvular lesions of the heart, 
artenosclerohc heart disease, and sclerosis of tlie coronar) 
artenes Evidence has been submitted that the prolongation 
of the elevated intravenous pressure is more important m 
the genesis of the lesion than is the degree of elevation 
Atheroma was found to be enhrely absent in plileboscierosw 
Of the 157 cases of phlebosclerosis of tlie infenor vena cava, 

sclerosis of the pulmonary artery f!;;; 

instance However, the reverse relahonslnp did not hold tm 
since in 11 cases, phlebosclerosis of the infenor vena cav 
was absent In 56 cases phlebosclerosis of tlie infenor ven 
cava was associated witli phlebosclerosis of the 
There is evidence that die development of sclerosis in ^ 
^ v. b. .. .enns of -" “J 

„t ye„s At autopsy of patients whose 
,toth sens tom 50 to 60 yews, the Cmmer-Sdnllmt 
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«as almost in\ inablj ijrtscnt as i slightly elevated patch 
of phleboscltrosis of the infenor \ cna cava on the postenor 
wall at evictly tlic site where the 1 currents from the com¬ 
mon iliac veins impinge This is the only form of phlebo- 
sclerosis tint may be accompmied by atheroma 

M) asthenia Gravis and Hj perthj roidism —The authors col¬ 
lected 82 cases of concurrence of myasthenii gravis and 
hyperthyroidism from tlie literature, and they report co¬ 
existence of these diseases m 2 additional cases, one in a 
41 year old man and the other in a 23-y ear-old man My- 
isthcnia gra\is and hyperthjToidism base many clinical 
Features m common, including cnscs, remissions, muscular 
Fatigabihty, exophthalmos, ptosis, strabismus dysphagia, and 
lysartlina In the presence of one of the 2 diseases, tlie 
idler should, tlierefore, he suspected and appropriate diag¬ 
nostic tests should be used Failure to treat one disease in 
lie presence of the other may be responsible for therapeutic 
Failure or death Administrahon of tliyroid extract to pahents 
lath myas-tlienia gravis can induce severe exacerbations 
dmieier, myasthenia graxas may’ appear m yiabents with 
lyperdiyroidism not only dunng elevated thyroid activity 
lut also when the pahent is eutliyroid Evidence of an 
mtagonism or inliibihng effect of one disease on the other 
s scanty Treatment of thyrotoxicosis wath iodine or other 
inhdiyroid drugs may precipitate a myasthenic crisis Con- 
.urrent treatment of myrsthenia gravis can prevent this 
iVhen the 2 diseases are present, pathological changes may 
10 found in Imdi the thymus and the thvToid glands, but 
irobably no more frequently than in uncomplicated cases 
^lyasthenn gravas is not shown to be a specific endoennop- 
itiiy There is evidence, cited by Milhorat, to suggest that 
he thvroid hormone low ers the glv'cogen content of muscle 
this may account for die fact that, when both diseises are 
iresent, one m ly have an adverse effect on the other 

^chives of Disease m Childhood, London 

33 115 204 (April) 1960 Parti il Index 


’Port) years of tvephrosis in Cliilcihood 
D Larson A Moncrieff and W \V Pa\ne P 115 

^legaloblastic Anemia of Infancy in Jamaica 
J E MacI>erandE H Back P 134 

-Kinjjcnilal Thrombocytopenic Purpura 
K Hugh Jones P K ManHeld and H V Brewer P 146 

•NVnrofibromatosfs (\oii Reckhnth^iwsen s Disease) of \trtebral 
Column—E C Allilione and others P 153 


Forty Years of Nephrosis in Childhood —The authors apyily 
the term nephrosis to a syndrome consisting of edema, gross 
proteinuria lowered plasma albumin and raised blood 
cholesterol Their study is concerned with nephrosis as seen 
at the Hospital for Sick Children, London, dunng the list 
10 y cars The patients were dix ided into 3 groups (1) 
those treated dunng the preanbbiotic era (1917-1938), (2) 
those treated with antibiobcs, and (3) those treated wath 
vteroids The recovery rate in tlie first group vvas about 
507c, and most of the deaths were due to infection The 
recovery rate in tlie 2nd group was 53%, and in the 3rd 
group 407o Many deaths in the last 2 groups were due to 
uremia Mfiule die control of infecbon and of water balance 
unproved the short term prognosis none of the other treat¬ 
ments, including short-term steroid therapv, had any stnking 
effect Unhl prolonged steroid tfierapy (6 to 13 months) 
"as inboduced, no specific therapy had any adx intage over 
simple dietary therapy and tlie control of infecbon wath 
antibiotics Resailts in a small number of pabents who re- 


ceiv’cd long-confanued corbsone therapy ruse the hope that 
the suppression of the biochemical disorder may reduce the 
incidence of secondary nitrogen retenbon and hy'pertcnsion, 
the major causes of mortality m recent years If all inter- 
current compheabons are prevented the natural remission 
rate is bebv'een 60 and 70% Treatment should have the 
follovv'ing aims (1) control of infecbon with anbbiotics, 
(2) the mamtenance of nutribon with r moderately lugh 
protein intake, (3) the parbal control of edema vv itli a low - 
sodium (but not i sodium-free) diet, and (4) long-term 
treatment with steroids in dosages sufficient to maintain 
urinary protein excrcbon at the lowest possible level 

Neurofibromatosis of Vertebral Column —Bone changes are 
uncommon in neurofibromatosis (von Recklinghausens dis¬ 
ease), but scoliosis appeirs to be the commonest form of 
bony deformity m tins disease The autliors present the 
histones of 5 cluldren with neurofibromatosis of the spine 
The first pabent was seen at 16 months on account of i 
bump in the back Tlus girl also had large jiigmented and 
nodular areas m the groins The 2nd patient had dorsolum 
bar kyphosis, and widespread browai discolorabon of the 
lower half of the tnink, buttocks and thighs The 3rd 
pabent vvas a boy vv’ith svvelhngs of tlie neck, bilateral cer¬ 
vical adenibs, and wath mottling of the skin A roentgen- 
ogrim show’ed collapse of the 4th cervical vertebra The 4th 
pabent had light brown spots on tlie trunk and thighs, they 
became more numerous, and at the age of 6 it vvas noticed 
that the hack was curved The 5tli pabent had a lump on 
the chest m the region of the left nipple vv'hen 16 months 
old At age 2 a lump vv’as seen on the right side of the 
chest, and scoliosis vvis observed Sev’eril cafe-au-lait 
patches vv'cre seen on the trunk Apart from a tendency to 
undergo malignant change, die involvement of die v ertebral 
column IS progressive and results in crippling The diagnosis 
of neurofibromatosis may not he obvious if die skin lesions 
ire minimal There may he only' 1 or 2 cafe-au-lait spots 
during infancy, and several years may elapse before they 
become more numerous AVlule large subcutaneous masses 
ire frequent in infancy, the small polyp so charactensbc in 
idults, IS usually absent In view of the grave prognosis 
the di ignosis of neurofibromatosis should he considered in 
any else of unexplained scohosis 

British Journal of Cancer, London 

14 1-150 (Mirch) 1960 Pirbal Index 

bpidiiniolnilical Eviiltnce that Soil is Coiicpmetl in Causation 
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Secondary Tumors of the Heart 

\V J Hanburv p 23 

•Effect of Thio-TEPA on Ad\anccd Malignant 0\arian Turnon 
O Englander and A Sarangi p 

Isolation of Epithelial Cells from Normal and Neoplastic Colon 

R A Dale „ p ^5 

Studies on Mouse Leukemia 

J F A P Miller p ^3 

Studio on Fluid Media for Cidtivation of Mouse Ascites Tumor 

Cells in Vitro—A K Powell p cjtj 

Antigenic Stnicture of Transplanted Sarcoma 

P O Gorman and Z. B Mikmlska p joj 

Effect of Lethalb Damaged Tumor Cells Upon Groulh of 

Admixed Viable Cells-K. J Sceliff and L Re\cS 2 ^ P 126 

Effect of Thio-TEPA on Malignant Ovanan Tumors -TJit 
authors present ohservabons on the effects of Inefhylene- 
thiophosphoramide (Thto-TEPA) m 17 pabents widi ad¬ 
vanced carcinoma of the ovao. who were ofiscned from 
Jinuan 1957 to June 1959 at the Leicester Roval Infirm iry 
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All 17 patients either had a recurrenee after surgery and 
irradiation, or the disease was too widespread for effective 
roentgen treatment and was inoperable Objective improve¬ 
ment ss-is achieved m 8 cases, some of whom were able to 
return to normal activity for several months The effect was 
associated m all cases with transient leukopenia Small re¬ 
peated transfusions of blood given daily for a few days 
before and dunng treatment with tnetliylenetlnophosphora- 
mide may reduce tlie proliferative and mitotic activity of 
hemopoietic tissue to a resting phase In the resting phase 
the bone marrow may be less sensitive to a radio-mimebc 
and mtimitotic agent If tins concept is correct, 50 ml of 
blood given daily should reduce tlie bone marrow achvity 
A plan for investigation m this direction is m preparation 
The authors conclude that ovarian carcinoma occupies the 
foremost position in the spectrum of activity of tnethylene- 
thiophosphorimide over the whole range of malignant dis¬ 
ease 
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Role of Innammation in CarcinoRcncsis 

V Mciikm p 1585 

"Rheumatoid Neuropaths 

F D Hart and J R GoIdmR p 1594 

•Neuropaths in Rheumatoid Disease 

V L StcinhcrR p 1600 

An Outbreak of Diphthena 

F L Groarke and others p 1607 
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R S Cron p 1611 


Rheumatoid Neuropathy —The authors report on 18 men 
and 24 women, 36 to 88 years of age, witli rheumatoid 
arthritis m whom penpheral neuropathy occurred TIus 
relatively high incidence in men has been noted in otlier 
reported senes of patients, and is m line wiUi the incidence 
in otlier types of penpheral neuntis Of these 42 patients, 
15 had not received steroid (cortisone) therapy within 3 
years of onset of tlie neuropathy and 12 had never previous¬ 
ly received such therapy at any time The condition is to be 
considered a part or a complication of rheumatoid artlmtis 
and, therefore, it has been termed ‘ rheumatoid neuropathy ” 
The patients in whom the condition was most severe, and 
4 of the 5 patients who died, were treated with steroid, 
as were most of tlie patients reported on in tlie world litera¬ 
ture Sudden discontinuation or changing of steroid treat¬ 
ment may precipitate diis complication The neuropatliy 
is usually symmetneal and is pnmarily sensory, motor 
findings occurnng in tlie more severe cases Feet and legs 
arc more often affected than hands and arms Rheumatoid 
neuropathy occurs more commonly in patients witli sub¬ 
cutaneous nodules and advanced rheumatoid disease, usually 
with a high-titer DAT (Rose-Waller test) Vascular ne¬ 
crotic finger lesions may co-exist In some patients tlie 
findings of a diffuse artenopatliy at autopsy suggests tliat 
the probable cause is an artentis of die vasa nervonim, and 
at present diis is generally accepted as the most likely 
explanation Though mild cases do occur, many pahents 
recovering spontaneously, rheumatoid neuropadiy should in 
crcneral be regarded as a senous complication and one 
carrying a bad prognosis No form of therapy has to date 
been found to be effective 

Neuropathy m Rheumatoid Disease-Tlie audior reports on 
9 men and 9 women, 27 to 71 years of age xvidi rheuma¬ 
toid artlmtis who were observed at the London Hospital o 
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Chase Faim Hospital and in whom penpheral neuropathi 
occurred Of diese 18 patients, 15 had been given stLil 
0 , corbcotrapm (ACTH), and 10 there appeared toS 
a direct associabon between changes in such therapy and 
die onset of die neuropathy Five patients died mthin 1 
year of die onset of the neuropathy, and all were recemni: 
steroids or coiticotropin No treatment appeared to affect 
the course of neuropathy in diese patients Digital artentis 
occurred in 5 patients, and there was post-mortem evidence 
of artenbs of the penpheral nerves m 2 pabents A diffuse 
artenbs may be die cause of the neuropathy The onset of 
penpheral neuropadiy is of poor prognostic import in 
rheumatoid disease 


Canadian Medical Association Journal, Toronto 

82 1203-1248 (June 11) 1960 Partial Index 

•Diplienjithiocarbnzone in Proslatic Carcinoma 
M C Lo 

Cancer of tlie Larynx 
F Montreuil 

Phenylbutazone and Isoniazid in Tuberculosis 
R Desmeules and others 

Djphenylthiocarbazone in Prostahe Carcinoma-Ten men, 
61 to 75 years of age, who had carcinoma of the prostate, 
\ndi and mthout metastases, were treated indi diphenyl 
thiocarbazone (Dithizone) at the McGill-Montreal General 
Hospital A suspension was prepared of 160 mg of tlie drug 
m 3 cc of propylene glucol to which 1 drop of 28% 
ammonium hydroxide xvas added It was diluted in 100 to 
200 cc of 5% glucose in water immediately before its 
intravenous administrahon at the rate of 20 to 60 drops per 
minute The drug was given m doses of eitlier 10 mg or 
20 mg per kilogram of body-weight Two pabents mth 
bone metastases died, one of renal failure Improvement of 
urinary symptoms was observed m most patients Reduction 
in size and consistency of prostate was achieved in most 
patients Complete relief of pain due to bone metastases 
was observed m all 3 pabents ivith tliese metastases Body 
weight and appebte were maintained at normal levels or 
improved No major toxic effect from diphenyltliiocarbazone 
was observed Histological evaluabon of the prostate after 
die administrabon of diphenyldiiocarbazone revealed a vin 
able degree of degenerabon and atrophy of neoplasbc tissue 
The 8 surviving pabents have been followed in the out 
pabent-deparbnent No clinical evidence of recurrence was 
noted 7 mondis after treatment 


P 1203 
P 1216 
p 1219 


Chinese Medical Journal, Peking 

80 197-298 (March) 1960 Partial Index 


•Huram Trachomn by Cultured Virus 


2U 

Chang Hsno Lou and others 

P 

R-'entcenolomc Diagnosis of Lung Abscess 


2 ” 

Liu Yu-Ch’mg and Huang Shang-Wu 

P 

Schistosomiasis and Carcinoma of Large Intestine 

Wu Tsai-Tung and otliers 

P 

231 

Resection of Liver 

Li Pao-Hua and others 

P 

260 


lan Trachoma b> Cultured Virus -The authors inocu 
strains of trachoma virus, isolated from P-ibents ^ 
loma in 2 human volunteers in an attempt to ob 
rmabon that the isolated virus is the trachoma « 
re inoculabon both eyes of the volunteers were 
found normal The 

ed widi 2 strains, a relabvely fresh strain, TJ , 
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oM one, TE106 Tlie former li id passed 9 egg passages 
and Iiad been kept for 10 weeks, and the latter had passed 
19 passages and had been kept for 18 months A 50% 
suspension of ground mfected yolk sac was instilled into the 
left c)es of the \olunteers Follicles appeared in the con¬ 
junctiva on the 6th day, incipient panniis occurred on the 
7th day, and inclusion bodies were found in the con¬ 
junctival smears repeatedly 12, 16, and 23 days after inocu¬ 
lation in tlie 1st volunteer In the 2nd \ olunteer, hyperacute 
conjunctiiatis developed after an inculiation period of 18 
hours Embiyomc follicles appeared 24 hours after inocula¬ 
tion TjTiical and numerous inclusion bodies were observed 
m the conjunctival smear 28 hours after inoculation In 
cipient pannus de\ eloped on the 8th daj After the clinical 
and laboratory diagnosrs of trachoma was established, the 
volunteers were treated with locally administered chlortetra- 
c}cline (Aureomycm), which effected a cure m both men 
within 6 to 8 weeks Bacterial cultures made from the in¬ 
fected eye in botli s olunteers dunng the acute stage resulted 
in no growth Vinis isolation before treatment was successful 
on se\ eral occasions, and the rc-isolated viruses w ere identi¬ 
cal with the original ones morphologically and pathogeneti- 
ca!l> The results of tins experiment on human volunteers 
thus ga\e final proof that the isolated aims is the causatne 
agent of trachoma 

Journal of Maine Medical Association, Brunswick 

51 179-228 (June) 1960 Pirtiil Index 


Role of I’sscluatnst in Treatment of Xlentallj Retarded 
P IV Bowiuau p 179 

Piienjlalanine Level and Blond Transfusions in 
Plienilketonuna—II V Mautner P 186 

Tuberculosis Control in Institutionalizeil Retarded Patients 
D Davidson and A MelWis p 187 

•Hie Siorgren Larsson Svndrome 

H S Baar and others p 189 

Hjpertelonsm vsath Male Chromatin Pattern in a Female 
H S Baar T Fngyesi and H V Maulner p 197 


The Sjorgren Larsson S> ndrome —Tlie authors report on a 
51 )ear old woman and her 43-year old brother, with spastic 
paralysis, ichtliyosis, and macular degeneration of the retina 
—the s)'ndrome desenbed by Sjorgren and Larsson—who 
"ere admitted to the Pmeland Hospital and Training Center, 
Povvnal, Maine Both patients were mentally deficient They 
Iielonged to a family consisting of 13 siblings The parents 
had died before tlie admission of the patients to hospital and 
"ere reported to have been mentallj normal Two other 
silihngs were beheved to have been mentally retarded The 
pneumocncephalograpliic findings m the 2 patents suggested 
a diffuse sclerotic atrophy w ith wademng of the subarachnoid 
space and dilatation of tlie ventncles In addition, both 
patients had a basilar impiession Classification of the skin 
disorder m the 2 patients as erydiroderma iclithjosiforme 
"as justified by its presence since birth, conspicuous stratum 
granulosum, and a chronic inflammaton' process in the 
vonum There w as no ex idence of x itamm A deficienc) or of 
hormonal dysfunction In the authors oiimion the Sjorgren 
Larsson s) ndrome is an inherited disorder of the central 
"cnous system xxith a secondary fimcbonal disturbance of 
the integument The latter max be considered is a trophic 
change of the skin xxluch results from the disease of the 
central nerxous system The ocular changes desenbed bx 
Sjorgren and Larsson may be part of the genetic effect but 
■tecording to the ophtlialmologist xxlio examined these pi- 
tiTOts, die) were m part also secondarx and were line to in 
'enunmatoiy factor eitlier in fetal life or later on 


J Nahonal Cancer Institute, Bethesda, Md 

24 1243-1462 (June) 1960, Bethesda, Md 


Cancer Incidence in New \otk State 

M L Levin and others P 

Duration of Survival in Multiple Mveloma 
M Fcinleib and B MacMahon P 1259 

1 umor Size and Response to Roentgen Irradiation 
II Suit and others p 1271 

DNA. Content and Induction of Hepatomas 

H F Stich p 1283 

1 nhancement of Mitotic Activit> 

r Moevvus p 1299 


Duration of Survival in Multiple M> eloma —Data on 238 
residents of Brookljoi m xvhom diagnosis of multiple mye¬ 
loma XX as made betxx een 1943 and 1952 xx ere obtained from 
hospitals Diagnosis xx as made by bone marroxx biopsy, 
roentgenological studies supported by either serum hyper- 
globulinemia or Bence Jones proteinuna, and it xxas con¬ 
firmed by pathological exammahon at autopsy' The folloxx 
up xvas complete in April 1958 for 228 (95 8%) of the 
patients The hfe table method and a modified maximum 
likchliood apphed to tlie log-normal distnbubon xxere used 
to analyze surxaval trends The median duration of survix'al 
for the total senes of patients after their first admission to 
the hospital xxas 3 5 months, 16% of the patients surxived 
longer than 18 montlis after admission and 8% siirxix’ed for 
3 years The median diirabon of symptoms pnor to diagnosis 
xvas 5 montlis The median durabon of sumxal xxas some- 
XXhat longer for xxomen than for men, for younger pabents 
than for older, and for tliose xxho had symptoms for more 
than 1 year pnor to diagnosis than for pabents xxith a 
shorter durabon of symptoms The median durabon of sur¬ 
vival xx’as more than txxice as long for Jexxish xxomen as for 
non-Jexxish xxomen, no difference according to religion xxas 
noted in men There is no indicahon that early diagnosis is 
of benefit in prolonging life 

Journal of Neuropsychiatry, Chicago 

1 229-281 (June) 1960 Parbal Index 

♦Lilliium Ion in Treatment of Mania 

S Gershon and A kuuiler ^ ^ p 229 

Rorschach Cntena anti Response to Convulsive Therapy 

R L Kahn and M rnik p 0^2 

Imipramine Hjdrochlonde for Treatment of Depressed Patients 
S Lesse ^ p 

\utonomic Correlates of Plioticall) Activated EEC 
J O Sines and otJiers p 053 

Lithium Ion in Treatment of Mama —Evidence is review ed 
indicabng that the lithium ion is of considerable clinical 
xalue as a specific tlierapeubc agent in the treatment of 
pabents with mama, and is also useful in controlling in- 
creased psychomotor acbxity in pabents xxafh schizophrenia, 
cpilepsx bchaxaor disorders and premenstrual tension Lilh- 
iiim therapy rapidly and effecbxely controls the manic out¬ 
break and prex ents recurrence of attacks xxathoiit impairment 
of intellechial funebon Tlie treatment is safe and may he 
conbnued mdefinitely when combmed xxitli regular plasma 
issay and careful clinical obserxation, but graxe risks are 
incurred xxathout diese controls The tlierapeubc regimen 
consists of 2 phases, stabilizahon and maintenance Stibil- 
izabon takes from 2 to 3 weeks, rs best earned out in the 
hospital setbng and is most conxeniently accomplished bx 
the oral admimsfrabon of 6 to 12 tablets each containing 
330 mg (5 grains) of hthium carbonate (2 to 4 tablets 
3 bmes a dax ) Tlie choice of the higher or low er dose 
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IS primarily dependent on tlie seventy of tlie clinical con¬ 
dition and secondarily on the body weight of die patient 
When die m inic attack breaks, usually between the 6th and 
lOdi day, the lithium dosage must concomitantly be low¬ 
ered immediately to 4 to 8 tablets per day and tlien down 
to the maintenance level A dosage of 2 to 4 tablets per 
day IS usually adequate for maintenance The maintenance 
level of pi isma hdnum must always bo kept below 2 mEq 
htlnum per liter of plasma 

J Oklahoma Medical Association, Oklahoma City 

53 407-488 (June) 1960 Partial Index 

I’roKTiosis of Rennl Cell Cnrcinomn Study of 52 Pnticiits 

D W Brnnhnin nnd W Smith p 4X2 

RidiotJiprnp) of Uhnni. Cancer Hole of Gjnecoloftist 

J M Pnrridi Jr p 421 

“Fihnnolysis m BcniRn Prostntic Hypertrophy 
L C Kn\nn A Bettagho, and H G Buchler p 426 


JAMA, Sept 17, i 960 

diagnostic ^t usually show nonspecific reticular densibes 
bilaterally Histological examination shows intra-alveolar ex 
udate and cellular infiltrabon The changes m the alveolar 
wa l include necrosis, regenerabon, hyperplasia, anaphia 
and hbrosis The demonstrable changes in the blood vessels 
consist of hypeiplasia, fibrosis, and inbmal diickenmg Be¬ 
cause of these changes, the mode of death usually is either 
pulmonary insufficiency or nght heart failure, or both 
Diagnosis of primary intersbtial pulmonary fibrosis is often 
made by lung biopsy There is no “typical’ bistoloi'ical 
pichire, and this disease can be easily confused witli pn) 
monary adenomatosis and other conditions The current 
treatment of choice is that with adrenal steroids, although 
the effect in many pafaents has been negligible Because of 
the nsk of exacerbahon of symptoms and the nsk of death 
after the witlidrawal or reduebon in dosage of the steioids, 
it IS necessary to continue such therapy indefinitely once it 
is undertaken 


Fibrinolysis in Benign Prostatic Hypertrophy-Postoperabve 
bleeding was obsenmd m a 70-year-old pabent who had 
undergone transuretliral resechon for benign prostabc hyper¬ 
trophy The initial impression was hemorrhage from open 
sinuses m the prostatic capsule After tracbon on the 
catheter failed to control the bleeding a search was made 
for arterial bleeding No achve artenal bleeding was found 
on endoscopic examinahon of tlic prostatic capsule The 
prothrombin bleeding and clotting times taken dunng tlie 
penod of acbve bleeding were normal The fibnnogen level 
was reported as borderline Blood allowed to clot in a test 
tube retracted normally but tlie clot completely dissolved 
when agitated On tlie basis of this simple test the diagnosis 
of fibnnolysis was made The hemarrhage stopped after the 
intravenous administration of dietliylsblbesterol diphosphate 
The patient had previously received 2 Gm of fibnnogen, 
vitamin K, and fresh whole blood witliout any appreciable 
change in tlie blood loss The authors point out that al¬ 
though fibnnolysis is a frequent compheabon of carcinoma 
of the prostate, it has been reported rarely after operation 
for benign hypertrophy 

J Thoracic & Cardiovas Surgery, St Louis 

39 695-840 (June) 1960 Parbal Index 


"Primary Interstitial Pulmonary Fibrosis 

C M Bnglio, B D Michcl, and W C Hunter P 695 

Intrathoracic Reduplication Cysts 

R N de Niord Jr and others P 

Marfan Syndrome with Unusual Septal Defect 

J K Ross and F Gerbode P 

Dissecting Hematomas of Intrapulmonary Arteries 

H T Ravines P 

Primary Interstitial Pulmonary Fibrosis —The authors report 
on 11 patents with pnmary interstitial pulmonary fibrosis, 
8 of whom (6 men and 2 women) had the diffuse form and 
3 (all men) had the circumscnbed form of the disease for 
which they were' admitted to the University of Oregon 
Medical School Hospitals, Portland Seventy-seven addi¬ 
tional cases of the disease were collected from the literature 
The causabon of primary mtersbtial pulmonary fibrosis is 
unknown Tlie earliest clinical manifestations of tins disease 
are dyspnea, cyanosis, and cough In addition, there may 
be clubbing of fingers, rales, weakness, and weight loss 
Tliere is a high incidence of artenal oxygen desaturation 
and decreased vital capacity Chest roentgenograms are not 


Lancet, London 

1 1141-1202 (May 28) 1960 Partial Index 


"GnseofuKin in Chronic Ringworm Infection 
B Russell and others p HR 

"Adrennleclom) and Hypopbisectomy for Breast Cancer 
H J B Atkins and others p IHS 

"Selection of Patients for Adrenalectomy or Hypophyscctomy 
R D Bulbrook and others p 1154 

Diagnosis of Polymvositis 

K W G Henthfield nnd J R B Williams p 1157 

Congenital Hypothyroidism with Goitre 

J B Stnnbury nnd E M Chapman p 1162 

Acute Renal Failure with Recovery of Renal Function 
W G Gray and J D K North p 116! 


Gnseofulvin in Chronic Ringworm Infection —The aiitlion 
report on 64 patients who were treated for chrome nngvvora 
infecbon of the skin and nails at St John’s Hospital foi 
Diseases of the Skin, London Of these, 33 were given IS 
Gm of gnseofulvin by moutli daily for 4 months, and 31 
received an inactive preparation for the same length of time 
Thirty-one of the 33 pabents showed definite clinical im 
provement compared to only 1 of tlie 31 control patients 
Minor side-effects and raised monocyte counts were as com 
mon in controls as in pabents treated with gnseofulvin 
Treatment with gnseofulvin was continued in the 33 patients 
for penods ranging from 4 to 12 months Thirty patients, 
who for 4 months had served as controls, received gnsco 
fulvin for from 2% to 8 months In addibon, 11 otiier pi 
bents had been followed up for 1 year The response to 
therapy vaned Almost all tlie pabents with fingernail lesions 
improved by the 12th week, but only 62% of patients vvitli 
toenail lesions showed improvement in tins bme By the 
10th month, 80% of patients with fingernail lesions hit) 
normal nails compared with 12% of those with foenml 
lesions Among the 11 pabents followed for 1 year, 6 of 8 
with affected fingernails were normal at the end of .a ycat 
compared with only 2 of 11 with affected toenails Fort) 
per cent of pabents xvitli skin lesions (excluding toevwti 
lesions) became mycologically negahve by the 8th vice. 
compared with 22% of those with toe-web inf^Gctions Atte 
8 to 48 weeks’ treatment, 13% of pabents with skin lesion 
still remained posibve, compared with 'J 

affected fingernails and 85% of those with affected tocnaib 
"pabLts followed for 1 year, all the 8 x.t fingernail 
lesions were negative after a year but only 3 o H 
toenail lesions were negabve by diat tame No side ^ 
attributable to gnseofulvin were observed Gnseofulvin 
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safe, effectise rtmecls for chronic nngworm infections, but 
longterm trcitment is necessary 

Adrenalectom) and H>poph}sectom\ for Breast Cancer—Of 
149 women with acKanced cancer of the breast who were 
operated on at Guys Hospital, London, 79 patients under¬ 
went bilateril adrenalectomy with oophorectomy, and 70 
patients underw ent hypophysectomy The mean clinical value 
(MCV) has been used as a metliod of assessing tlie re¬ 
sponse to the 2 types of therapy In this method each lesion 
is examined at 4 week intervals after treatment and a mark 
IS given according to whetlier it has improved in comparison 
with its initial state or worsened The lesions were grouped 
as skeletal, lymphatic, ind cutineous, the MCV was calcu¬ 
lated separately for each group The final mark was then 
denved hv averaging those obtained from each group The 
general levels of MCV attained througliout the penod of 
survival were taken into account, and for each patient the 
total M C V w as calculated monthly throughout survival 
Since indiMthial values of total MCV are distributed in a 
highly asymmetrical manner, the logarithm was taken of 
each total MCV The mean v'alue of the log (total MCV) 
was calculated for eich treatment group, and tlie 2 means 
were compared The results of this analy'sis demonstrated quite 
clearly that in advanced cincer of the breast, hypophysec¬ 
tomy IS preferable to bilitcral adrenalectomy with oophorec¬ 
tomy The difference was revealed both by survival rates 
and mein clmical values In both types of inaly'sis tlie 
supenonty of hypophysectomy has been established well 
witlim the hmits of statistical accept ability, i e , within tlie 
5% level The significant but hmited difference between 
these forms of treatment may indicate that hypophysectomy 
is the more complete operation and that after adrenalectomy 
some secreting tissue is left behind, on the other h and, the 
pituitary miy have an influence on the breast cancer cell 
which IS stronger than th it of the adrenals 

Patients for Adrenalectomy or Hypophysectomy—The re¬ 
sponse of metastatic breast cancer to adrenalectomy or 
hypophysectomy largely depends on the hormone environ¬ 
ment in which the tumor is growing Of the hormonal 
factors me isurcd in 59 p itients wath cancer of tlie breast 
selected at rindom for either operation, tlie levels of ctio- 
cholanoloiie and 17-hydro\ycorticosteroids excreted in tlie 
tmne appeared to be most useful in predicting the outcome 
of the 2 operitions If the pitients in this senes had actually 
been selected on the basis of their discnminants denv'cd 
from tlie 17-hydrovycorticosteroid and ebocliolanolone levels 
13 of the 25 submitted to hypophysectomy would not have 
been treated by tins surgical method Of the 13 rejected, 
1 w ould h IV c been denied remission of the disease, 1 could 
have had a marginal response, and the otlier 11 would hav'e 
failed to respond Although the numbers of patients are 
small, these figures indicate tliat 85% of tliose rejected 
would have failed to respond to hypophysectomy Of the 12 
patients who would have been selected for hypophysectomy 
7 (607o) would have obtained a remission, while tlie other 
5 would have had a margmal response The discnminint 
denved from the 17-hydro\ycorticosteroid and ebocholano 
lone levels thus was particularly valuable in inchcating the 
probable response to hypophysectomy Tlus discnminant 
does not seem to be so useful a means of selection in ad¬ 
renalectomy, since of 13 patients selected for this treatment, 
'vould ha%e obtained remission, 1 would lia\e been in the 
mteimediate group, and 6 would have failed to benefit, an 
O'er all regression rate of 46% would have been ohtlined 


Medical Journal of Australia, Sydney 

1 833-872 (Mav 28) 1960 Partial Index 

Interi>ersonal Relations in the Medical Profession 

D D Xeall P . 

Calcium Carbimide Nen Protects e Drug in Alcoholism j 

J M Collins and L M Brown P ' 

Impact of Psychoanalytical Theory on Education ! 

D C Maddison p 838 

Degenerative Arterial Disease Correlation of Radiographic 

with Clinical Features~G D Tracy and otliers p 842 

Urinary Specific Gravity as a Measure of Renal Function 

P A Castaldi K. D G Edw ards and H M White p 847 

®Tinea Contracted from Kangaroos 

G r Donald p 852 

Tinea Contracted from Kangaroos —While dermatologists are 

iware that kangaroos infected with tinea can cause epi¬ 
demics of tinea among humans, no record of this fact is to 
be found in the medical or vetennary literature Dunng 
tile years 1955 to 1959, the autlior treated 8 persons w'ho 
had contracted tinea from pet kangaroos In all cases the 
lesions have been markedly inflamed and new lesions have 
continued to appear for 3 to 4 w'eeks Tlus accords wath 
the general rule that tinea infections m humans tend to 
produce a marked host response if the infection has been^ 
recently acquired from an inimal The 8 white persons who 
have been studied were from 4 family groups In one of 
these groups a husband and wife complained of acutely 
inflamed nngvvoim, winch developed within 10 days of 
hanging a young kangaroo home One child and several 
neiglibors also contracted the disease, and new lesions con¬ 
tinued to appear for almost 4 weeks, even though the 
kangaroo was destroyed The causative fungus was shown 
to be Trichophyton mentagrophytes Tins same fungus was 
isolated in all 4 groups 

Nederlandsch tijdschnft v geneeskunde, Amsterdam 

104 1021-1064 (Miy 21) 1960 Partial Index 

•After Treatment of Shoulder Dislocation 

H van dcr Houuen p 1023 

Phage Typing of Salmonella Parat>i>hi in the Netherlands 

R T Scholtens p 102O 

After-Treatment of Shoulder Dislocation—The author re¬ 
views observations on 222 patients with shoulder dislocation, 
36 of whom had been treated previously for this condition 
Three of the patients had habitual dislocation of both shoul¬ 
ders Immobilization of the shoulder had been contmued for 
only 4 days in tliese 222 patents Follow-up observation 
revealed tliat with tins short penod of immobihzation re¬ 
lapses occurred mainly in patients under 33 years of age 
In the 10- to 30-year age group, 37% evpenenced recurrent 
dislocation In order to prevent recurrence of shoulder dis- 
locahon it is advisable to immobihze the shoulder of any 
patient under 35 years of age for 3 weeks after reduction 
Dysfunction in tlie form of frozen shoulder is seen almost 
exclusively in elderly patients who should be encouraged 
to start exercises carlv to prevent tins condition 

Revista chnica espafiola, Madnd 

77 1-98 (Apnl 15) 1960 

•Clinical Espcrifncc nah G 2S315 in Treatment of Gout 

P F del Vallado and J G Banos p 5 

Nocardiosis 

E L. Garcia J M A Reinlein and others ^ p 

Pneumorelropancreatograpliv as Only Present Radiologic 

Method to ^ isualtze Pancreas—L Maspian „ 03 
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I rui^ftr\ Ciuitpr of Diu lU nutii 

H C Mojienn uinl C A FemumV/ p 

G 28315 in Treatment of Gout-Tlnrtv-two patients sMtli 
Hout (some previously treated with Benemid) uere treated 
uith the phenylbutazone derivative G 28315 Tlie results 
obtained in 18 patients, ssho had completed an 8-sveek 
treatment at the time this article was written, are reported 
The level of vine acid in blood and urine svas determined 
just before startiiiR therapy, and the tests were repeated 
everj week Leukocyte and orytlirocvte counts were made 
each month The dosaRe of G 28315 varied between 300 
ind 400 mg daily, in some cases a lower dosage (200 mg 
over 24 hours) was given The daily dose was divided into 
3, to be taken at meals A decrease in the uncasidemi i 
level w as obscrs'cd in e\ ety- patient, at the end of 8 w'eeks, 
the uncasidemia level in those w'ho had not reached the 
normal limits was below 4 5 mg per 100 ec G 28315 was 
found to be a pow'crful uncosunc, free from side-effects 
In some pabents acute gouty attacks occurred and subsided 
w itb tile administration of colchicine, wath no need to inter¬ 
rupt the administrabon of G 28315 This preparation has no 
analgesic or antiphlogisbc effects, but it alleviates the gout> 
process by its uncosunc action Intcmipfion of therap) 
caused recurrence of the symptoms 


Surgery, St Louis 

47 877-1050 (June) 1960 Partial Indts 


•Castration for AcKancect Maminars Cancer 
C E BlocX and otliers 1 > 877 

•Adrcnalectom> and Oophorcctom> for Breast Cancer 
L R Drajistedt and others p 885 

Technique for Biopss of Intercostal Pnrasfirnnl L>nipli Nodes 

A F Hosnanian p 891 

•Chemothcrap) in Breast Cancer 

J C Bateman aiid^H N Carlton p 893 

Radical Mastectomy with Anterior Mediastinal Node Dissection 

R H loneinofo and R L B\ron Jr p 90S 

Tat Embolism Determination of Fat m Vnne 

L r Peltier and S Lai p 959 


Castration for Advanced Mammary Cancer —Sixty of 63 pa- 
hents xvith advanced carcinoma of the breast wdio w^erc 
castrated either surgically (46 pabents) or by irradiahon 
(14 patients) were followed to time of death or until this 
report waas prepared The tumors were so adsanced tint 
resection, local irradiation, or irradiabon of i single met- 
astabc focus w'as imprachcal The pabents w’ere not selected 
at random, but were those m xvhom ovanan activity was 
believed to exist, and whose tumor gave some indication of 
being sensitive to hormones All patients w'ho espenenced 
objective remissions also obtained subjcchve remissions The 
subjechve remissions frequently persisted for some months 


after termination of objechve remission Of the 60 patients, 
24 experienced remissions (24 subjective, 21 objechs'e) In 
36 cases the treatment w'as considered to have failed In the 
group benefibng from castnbon the average duration of life 
after castration was 13 9 months, with several patients still 
living The average durabon of life in tlie “failure” group 
W'as 7 2 months The authors believe that m the patients 
belonging to tlie “successful” group the disease seems to be 
of long duration and to run a protracted course Because 
several pabents w'cre still in remission at the time of tins 
report a final determination of durabon of remission cannot 
be made Castrabon is indicated only W'hen there is evidence 
of an active progressive disease that is no longer ainenable 
to local resection or irradiation All patients who benefited 
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from castrabon showed a high precastrabon estrogen et 
cretion that decreased to insignificant levels after castnition 

Adrenalectomy and Oophorectomy for Breast Cancer- 
Originally bilateral adrenalectomy and oophorectomy were 
used only as palliative measures m far-advanced breast 
cancer, because it was feared that such radical procedures 
would involve a high mortality With increasing expenence 
It became evident that m pabents with a reasonably good 
general condibon, the nsk w'as low and substituhon therap) 
w is effecbve Furthermore, tlie condibon of pabents with 
carcinoma of tlie breast and w-idespread metastases, wlio 
liave secured palliahon from removal of the ovanes and 
adrenal glands, deteriorates rapidly when grow'th in the 
dormant metastases is resumed Apparently mutant malignant 
cells have appeared that can grow rapidly in the absence 
of hormones from these glands Believing that the chance 
for mutants to dex’elop would be much greater w’hen large 
masses of cancer cells are acbvely chviding than when 
metastases are of microscopic size, the authors petfoimed 
prophylacbc bilateral adrenalectomy and oophorectomy in a 
voung w'oman who had a large, hard lump in Jier riglit 
breast, xvhich had gradually increased over a penod of 2 
years, so that now- it was 12 cm in diameter In other 
respects the woman’s healtli xxas good Radical mastectomj 
in this pahent revealed a highly invasive tumor wath in 
volvement of most of die axallarx' glands and permeabon of 
cancer cells into die lymphabcs, blood vessels, and sub 
cutaneous bssue Distant metastases w'ere not demonstrated 
but W'ere believed to be present Shortly after the pahent’s 
recovery from the radical mastectomy, bilateral adrenal 
ectomy and oophorectomy w ere performed as a prophylactic 
operation The patient has remained w'ell, without evidence 
of recurrence, and has continued her usual activities for 
nearly 8 years 

Chemotherapy in Breast Cancer —This report is concerned 
with 286 pabents with cancer of the breast who were 
treated w'lth tnethylenethiophosphoramide (Thio-TEPA) The 
first and largest group of 252 patients (including I man) 
had advanced, uncontrolled mammary cancer Tnethylcne 
diiophosphoramide in crystalline form svas dissolved, 10 mg 
per cubic centimeter, in pyrogen-free water, steniized hj 
passing through a Seitz filter, and stored under refngeration 
Some of the patients received another phosphoramide com 
pound for short intervals The total close of phosphoramide 
ringed from 35 to 1,897 mg (average 455 mg ), and dun 
tion of treatment w'as from 6 days to over 4 years (average, 
93 months) The drug was given by tlie mtratumor, intn 
pleural, mtripencardial, mtrapentoneal, intravenous, intn 
carotid, and oral routes Maintenance therapy in the 252 
patients resulted m objechve remission of metastabc nodes, 
subcutaneous nodules, ulcerabon, inflammatory spread and 
of brain, hver, lung, and bone lesions Survival rates in 
creased Administrabon of the drug at hme of operation, 
followed by its use for maintenance therapy, permiltcri 
operation in 17 pabents (2nd group) w'lth advanced metis 
tasizing bimors, including 7 w'ltli tumors which had ulcer 
ated In .all except 2 pabents, wlio died postoperatnei), 
there w'as good wound healing and minimal morbi^f) 
Prophylacbc chemotherapy w'lth tnetliyleneth.ophos^w 
amide at the bme of oper.ihon was employed m 17 
(3rd group) of presumably earlj ^ammaiy cancer Jl>er 
has been no recurrence to date (3 to 33 months) 
c“L One penent » tol roc.,m,noe ,n 21 
1 died m 5 5 months xvith massixe hepabe mefastascs 
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WASHINGTON NEWS 


More Authority to Aviation 
Medical Examiners 
Drug Hearings 

Public Health Service Establishes 
New Divisions 
Miscellany 


AVIATION MEDICAL EXAAUNERS GIVEN 
MORE AUTHORITY 

The Federal Aviation Agency took steps to ex¬ 
pedite decisions on medical certificates oy dele¬ 
gating additional authont^' to aviation medical 
examiners 

FAA has designated approximately 3,500 physi¬ 
cians m all parts of the United States to sen'e as 
aviation medical exammers These private physi¬ 
cians have tlie responsibihtv of exammmg appli¬ 
cants for all classes of ratings and are required to 
mamtam detailed knowledge of published medical 
standards and directives 

Under the new delegation of authonh', the medi¬ 
cal examiner will be permitted to both issue and 
deny issuance of medical certificates to applicants 
they examine 

Before today’s action, the medical examiners 
were authorized to issue certificates but were re¬ 
quired to withhold any action xvhen the applicant’s 
medical qualification was questioned and refer the 
case to the FAA Civil Air Surgeon m Washington 
Tlie new procedure permits reconsideration of 
denials by the Civil Air Surgeon in order to assure 
each applicant an opportunity for full review within 
FAA of his individual case Additionally, applicants 
mav petition for exemption to the medical stand¬ 
ards tlirough a nexx' Medical Advisory Panel 
Tlie Medical Advisor}’’ Panel xvas created to pro¬ 
vide for an impartial review of petitions from air 
men for exemptions from medical standards of tlie 
Agency The Panel, to be named by Nov 9, xvill be 
composed of medical specialists and xx'dl be asked 
to provide recommendations as to whether tlie 
specific nature of the medical defect of the apph 
*^01 IS such that he may be exempted from 
such standards without endangering the safet\’ of 
the public dunng the penod of x'aliditx’ of such 
medical certificate ’ 

p^mal action on the petition xxull be taken by the 
AA Administrator on the advice of the Medical 
miTsor}’ Panel This new procedure xi’ill become 
c ective in about 60 dax's after the naming of the 


advisory panel and tlie establishment of the neces¬ 
sary mechanics for its operation 

DRUG MAlNUFACTURERS DENY 
EXCESSIVE PROFITS 

Drug manufacturers demed at the Senate anti¬ 
trust and monopoly subcommittee’s hearmgs on 
antibiotics that their profits are excessive 

Wilbur G Malcolm, President of the Amencan 
Cyanamid Co, of New York, N Y, which oxvns 
Lederle Laboratories, said his firm had poured 
$37 million mto drug research which had not 
resulted in any product for the market “The cost 
has to be borne by our relatively few successful 
discoveries,’ he said Othenxuse, xve would have 
to stop trymg to solve riddles posed by cancer and 
other scourges ” 

He said Lederle sets its drug prices “m light of 
competitive conditions” and tnes to make a profit 
margm of 12 to 15% on net sales after taxes In 
reply to an obserx’ation of Subcommittee Chairman 
Estes Kefauver (D, Tenn) that four or five drug 
companies often have the same price for similar 
products, L}’man Duncan, Lederle general man¬ 
ager, said this xvas ‘the best evidence there is the 
keenest competition ’ 

Duncan said that American militar}' purchases 
of drugs from overseas sources encouraged a ‘de- 
striictix’e practice which might damage the domes¬ 
tic drug mdustr)’ He said Italian manufacturers 
selling antibiotics to the U S mihtar}' were a nest 
of pirates’ xx’ho operated without patent restric¬ 
tions 

Duncan so testified after Rear Adm '\\TIliam L 
Knickerbocker had said that tlie military found it 
xx'as paymg xx'hat he called noncompetitive’ pnces 
for domestic antibiotics and then sxx’itched to bux- 
ing them for loxver pnces ox’erseas 

Pliihp I BoxxTuan, President of Bnstol Labora- 
tones, said his company had spent almost $2 on 
research for ex’erx' $1 it had made in profits He 
said Ins company had made improx'ements in the 
antibiotic tetracychne xxitliout raising prices, even 
though XX ages and the cost of many mgredien’ts had 
gone up substantially He estimated tliat U S chaig 
makers poured $20 million into research for exerx 
major antibiotic that xx’ent on sale in dnig stores 

Ham^ J Loxmd, President of Parke Davis & Co, 
demed Kefauxer’s charge that the drug firm had 
tned to get tlie goxemment to xxeaken a danger 
xvaming on use of the antibiotic Chloromycetin 
The XX aming statement, required bx the Food and 
Drug Administration on all labels and circulars on 
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the diug, dealt with the need for adequate blood 
studies when the drug is administeied foi pio- 
longed or inteimittent therapy Loynd said he saw 
nothing unreasonable with 16 pei cent piofit on 
sales ^ 

Maxwell Finland, MD, a Harvaid Medical 
bcJiool professoi and a Boston City Hospital phy¬ 
sician, pioposed that a panel of honest, impartial” 
expel ts evaluate all diugs before they are released 
to the public 

Di Finland said many ailing Ameiicans are 
demanding antibiotics when they do not need 
them or should not have them He added that it 
was up to physicians to convince such patients 
that they should not have antibiotics He ques¬ 
tioned the efficacy of antibiotic combinations com¬ 
pared to the antibiotic itself without othei in¬ 
gredients 

Eugene N Beesle)', President of Eh Lilly 6, Co, 
testified that his firm had to destroy 14 5 million 
shots of polio-viius vaccine because it had become 
outdated He cited the destruction of the vaccine 
as an example of unusual costs that drug companies 
have to beai 
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who piocess them Since many health problems in 
the woik environment are similar to those in th 
pneral enviroiroent, this division will also con 
tribute to the effort to protect the public from m 
types of envuonmental health hazards 
A Division of Nursmg, with Miss Margaret Am 
stem, a career nurse officei as chief, merges twi 
former divisions the Division of Public HealtI 
Nursing which operated as a part of the Bureau o 
State Services, and the Division of Nursmg Re 
sources which operated as a part of the Bureau o 
Medical Resources 

A Division of Dental Public Health and Re 
screes, with Dr Donald J Galagan, a career denta 
officer, as chief, merges the formei State Ser\nce' 
Division of Dental Public Healtli and the forme: 
Medical Service’s Division of Dental Resources' 
The organizational changes announced today are 
based on the recommendations of a task force ap 
pomted by Dr Burney last January to consider how 
the Public Health Service should be organized tc 
deal more efficiently with the major puWic healtli 
problems of the next decade 


NEW PUBLIC HEALTH SERVICE 
DIVISIONS ESTABLISHED 

The Public Healtli Service has established foui 
new divisions—Air Pollution, Occupational Health, 
Nursmg, and Dental Public Health and Resources 
The action is the first major move m a PHS re¬ 
organization designed to strengthen environmental 
health programs and to streamline the administra¬ 
tion of various othei programs 
Air pollution work, formerly divided into medical 
and engineering units, will be handled bv a 
Division of Air Pollution Vernon G MacKenzie, 
a career engineer officer of the Service who has 
been engaged in air pollution control for the past 
10 years, is chief of tiie new Division Richard A 
Prmdle, M D, who has speciahzed in tlie health 
aspects of air pollution and has been chief of the 
Service’s air pollution medical program foi the last 
two years, is the deputy chief 
The new Division will consolidate the lesearch, 
technical assistance, and training activities earned 
out since 1955 by the Air Pollution Engmeeung and 

Medical Programs , r , i 

“The Division will enhance and facilitate the 
efforts of the Public Health Service to assist States, 
Communities and Industry in their research and 
control activities in this expanding field of nation¬ 
wide public health concern,” Leroy E Burney, 
M D , PHS Surgeon General, said 
Occupational health activities are being concen¬ 
trated m a new Division of Occupational Health, 
with Harold J Magnuson, hp, as its chief He 
has been directing the Services occupational health 
program for the past four years By raising the 
moeram to division status, it will be possible to in¬ 
crease the funds and manpower devoted to lesearch 
onTew cl.em.cals and oflier mdustaal product 
and to develop better safeguards for tire rvorlsers 


MISCELLANY 

The numbei of poliomyelitis cases showed ti 
sharp increase m the fiist week of September The 
week’s total was 210, mcludmg 116 paralytic cases 
This total was, however, still far below tlie level of 
last year when there were 523 cases in the same 
week The total for the pievious week this year 
was 148, mcludmg 88 paralytic cases 
Eh Lilly & Co announced it would replace with 
out charge any stocks of its drugs destroyed by 
hurricane Donna m its sweep up the East Coast 
The announcement was made at a hearmg of the 
Senate anti-trust and monopoly subcommittee in 
vestigatmg drug pnees 

The National Cancer Institute has published the 
proceedings of the Confeience on Experiinental 
Clmical Cancer Chemotherapy The publication is 
National Cancer Institute Monograph No 3 and is 
available for $2 00 from the Superintendent of 
Documents, U S Government Prmtmg Office, 
Washington 25, D C Proceedmgs of the Syinpo 
Slum on Phenomena of the Tumoi Viruses, National 
Cancer Institute Monograph No 4, also is available 
at the Government Prmtmg Office for $3 00 
Persons livmg m the United States made apprmi 
mately five physician visits per person per year dor 
mg the two-year period July 1957-June Iw 
according to the Public Health Service 
represents an average of about 851 6 million viMts 
per year Of the total number, approximately 
took place in a physician’s office, 10% at home, an 
9% m an outpatient clinic of a hospital About w 
of all consultations were by telephone , 

Paul Dudley White, MD, of Boston told e 
American Bai Association that there is no proof « 
common forms of heart disease ll^ve been cat , 
by “trauma, stress, or occupation But he said 
tliev may cause serious effects m persons v'l o fi 
Et dlLse and whose card.ac reserve .s lo« 
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jin Underweight, 

Malnourished 

Patients 


NILEVAK 

Provides Lasting, 
Substantial 
Gains in Weight 


Nilevar has been established as a valuable 
agent^ for producing gam in weight and m- 
creascs in appetite, muscle mass and strength m 
patients with such specific debilitating injuries 
and diseases as diabetes mellitus, hip fracture, 
osteomyelitis, osteoporosis, ileitis and rheuma¬ 
toid arthritis 

Investigators have found its proved anabolic 
activity to be highly useful also m the more 
general problem of malnourished underweight 
patients Weight gain in individual patients has 
been described as dramatic 
Kory and his associates^ assessed the protem- 
building effects of Nilevar m fifty-six under¬ 
weight adults “Statistically significant gams m 
weight were observed m all groups receiving 
norethandrolone [Nilevar] these usually were 
accompanied by increases m appetite and sense 
of well-being The average weight gam was two 
pounds per month The maximum was 20 
pounds m six months No patient exhibited 
edema or other signs of fluid retention ” 

Since lean tissue is added, patients who gam 
weight on Nilevar therapy typically retain it 
The suggested daily oral dosage for adults is 
30 mg of Nilevar for one to two weeks Subse¬ 
quently, depending on the response of the 
patient, this dosage may be reduced to 10 or 
20 mg daily Continuous courses of therapy 
should not exceed three months, but may be 
repeated after rest periods of one month 
Nilevar (brand of norethandrolone) is sup- 
P led as tablets of 10 mg, drops of 0 25 mg per 
rop and ampuls of 25 mg m 1 cc of sesame 
oil With benzyl alcohol 


LftV'r ^ V/eiienfeld S ond Goldncr M G Proc Soe 
t N 5*8 593 (July) 1958 2 Kory R C Watson 

pod 1^1957" “"-tB J-J O'" 
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MEDICAL NEWS 


CALIFORNIA 

Symposium on “Control of the Mind” in San Fran¬ 
cisco -A three day symposium on ‘ Control of the 
Mmd ivill be held at the University of California 
Medical Center in San Francisco, Jan 2S-30, 1961 
This will be presented by the U C Medical Cen¬ 
ter and Unlverslt^' Extension xsnth the financial 
assistance of the Schenng Foundation Guest speak¬ 
ers will mclude composer Aaron Copland, who will 
speak on ‘ Histoncal Perspectives of tlie Psychologi¬ 
cal Response to Music”, Arthur Koestler, author, 
“Totahtananism in Control of the Mind”, Harold 
D Lassell, professor of law and political science at 
Yale University', ‘ Commvinication and the Mmd”, 
McGeorge Burdy, dean of the faculty of arts and 
sciences. Harvard University', ‘Political Education 
and the Mmd”, Hans J Eysenck, professor of ' 
psychology'. University of London, “The Individual j 
Response to Drugs”, Moses Finley, lecturer m ■ 
classics, University of Cambndge, ‘The Forces of 
History” For information, wnte the Department ' 
of Continumg Education m Medicme, University j 
of California Medical Center, San Francisco 22 

1 

COLORADO 

Research Institute Renamed —The Colorado Foun¬ 
dation for Reseaich m Tuberculosis will hence- 
fc.forth be known as the Webb Institute for Medical 
Resgarcli, it was announced by Dr James J War¬ 
ing, ptesjdent of the board of trustees Dr Wanng 
said the change m name will be effective immedi¬ 
ately and was authonzed after considerable study 
by the board and the staff of the laboratory' The 
Webb Institute is a nonprofit organization which 
conducts extensive research programs m tuberculo¬ 
sis and other diseases of the lungs and since 1954 
has been located on the campus of the University 
of Colorado Medical Center Dr M^armg empha¬ 
sized that the change in name does not alter the 
objectives of the institute 

DISTRICT OF COLUMBIA 
Hospital Symposium on Cardiovascular Medicine — 
Tile Distnet of Columbia General Hospital, in 
collaboration with the District of Columbia Acad- 
cniv of General Practice, the District of Columbia 
Branch I of the American Medical Women s Asso- 
oiation, and the Maiyland Academy' of General 
Practice, is presentmg a Symposium of Current 
Topics in Cardiovascular Medicme at the Max'- 
now er Hotel, \Vashmgton, D C, Nov 3 At tlie 


ore imited to send to this dep-utment items of news of 
1 “•'mP'e those rclatinR to society nctisities ness 

at 1,, I public heolth ProRrims should he receised 

M thm? ueeVs before the dfitc of meeting 


mornmg session Dr Alfred Pletscher, of Basle, 
Switzerland, will present ‘Tharmacology and Physi¬ 
ology' of Amine Oxidase Inhibitors’ 'This will be 
followed by panel discussions Speakers and sub¬ 
jects at the afternoon session will be Dr Victor A 
McKusick, professor of medicme, Johns Hopkins 
Medical School, ‘Hereditary' Aspects of Cardio¬ 
vascular Disease,’ and Dr Jolm S La Due, asso¬ 
ciate professor of chnical medicme, Cornell Medi¬ 
cal School, Taking Precordial EEC’s Dunng Ex¬ 
ercise” AR practicmg physicians, residents, and 
interns of the Distnct of Columbia and surrounding 
area may attend There is no registration fee For 
mformation, write Medical Director, D C General 
Hospital, Washmgton, D C 

FLORIDA 

College of Medicine to Participate in MEND — 
The University of Flonda College of Medicme has 
been selected to participate m the national MEND 
(Medical Education for National Defense) pro¬ 
gram begmning Oct 1 MEND xvas established bv 
the Department of Defense and the Office of 
Civilian Defense Mobilization to acquaint physi¬ 
cians m trainmg with vanous aspects of their role 
in a national disaster Dr Robert L Wilhams, co¬ 
ordinator for the University of Florida program, 
announced that the College of Medicme had 
ceived an initial onentation grant of $3,5D0'"*to 
underxvnte expenses for attendance of 'medical 
faculty at semmars and conferences devoted to 
treatment of mass casualties, research in aerospace 
medicme, organization of emergency medical serx’- 
ices, submarme medicme, and medical defense 
against chemical and bacteriological warfaie 

GEORGIA 

Applied Epidemiology Course—A course in Ap¬ 
plied Epidemiology wall be offered at the Cum- 
municable Disease Center in Atlanta, Georgia, 
Nov 14-18 Registration will be open to physicians 
whose professional tasks involve tlie apphcation of 
epidemiological procedures The teaching staff will 
be drawm from the Public Health Serx-ice, profes¬ 
sional schools, research msbtiitions, and from other 
selected facihbes Subjects to be coxered mclude 
Epidemiological Concepts, Apphcation of Statistical 
Procedures, Role of tlie Laboratorx', Application of 
Epidemiologx’ to Acute and Chrome Diseases 
Principles of Immunologx, and Prophx'laxis and 
Therapeusis Appheabons must be receixed bx 
Oct 14 For mformabon xx-nte Chief, Framing 
Branch, Communicable Disease Center, Atlanta 
23, Cl 
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ILLINOIS 

StaphyIococc.ll Food Poisoning lIepoi*ted —The 
Moiliidity and Moitahty Weekly Repoit of the 
United States Public Health Sei vice of Aug 26 an¬ 
nounced that Miss Muiiel A Matthews, Illinois 
Depaitinent of Public Health, lepoited .in out- 
bie.ik of eight cases of food j^oisoning following the 
ingestion of homemade ice a earn All who ate the 
ice Cl earn became ill The symptoms consisted of 
vomiting and seveie diauhea beginning .ibout 4^/4 
hoius aftei eating All of the mdividu.ils weie hos- 
pit.ihzcd Staphylococci weie cultiiied fiom stool 
specimens and samples of the ingiedients used in 
the ice Cl earn being studied The milk used in the 
ice Cl earn u'as raw milk obtained fiom a family 
coiv whicli had been tested and found neg.itive 
eaily in 1960 for hibeiculosis and Bang’s disease 
The cow had not been sick, neithei was there 
evidence of lespnator}' infection oi m.istitis No 
blebs 01 soies were found on the uddei The wom¬ 
an who piepaied the ice cream had not been ill .and 
h.id neither cuts noi pustules on the hands 

Personal —Dr Roland I Pi itikin w'.is awaided a 
bronze plaque by Lions International (Roekfoid, 
HI, Chapter) for community seivice foi the needy 
blmcl and paitially sighted This is an honoi given 
to nonmembeis, and only larely—Dr Helen L 
Button, of Chicago, has been named vice-piesident 
of the Ameiican Medical Society of Vienna The 
society’s membeiship compiises Ameiican physi¬ 
cians u'ho hai'e taken postgiaduate couises at the 
Univeisity of Vienna Dr Button is a fellow of the 
International College of Suigeons 

Chicago 

Fust Peicival Bailey Lectuie Scheduled—On Mon¬ 
day, Oct 24, the fiist Peicival Bailey Lectuie will 
be given by Dr Lametta Bendei, Queens Village, 
N Y, piofessoi of clinical psvchiatiy, Columbia 
University, New Yoik City Hei subject will be 
“The Brain and Child Behavioi ” The lectuie will 
be at 8 p m in the aiiditoiium of the Illinois State 
Psychiatiic Institute, 1601 W Tayloi St Any in- 
teiested peison will be welcome Foi infoimation, 
wiite Dr Paul C Bucy, Secietaiy, Professoi Peici¬ 
val Bailey Educational Pioject, 251 E Chicago Ave, 
Cliicago 11 

MARYLAND 

Geneial Practice Meeting m Baltimoie-The 12th 
annual scientific assembly of the Maryland Acade¬ 
my of Geneial Piactice will be held Oct 8-9 at the 
Southern Hotel, Baltimore Moimng and afternoon 
sessions aie scheduled for both days, and the pio- 
giam will include thev^following papeis by out-of- 
state speakers 

• How Dangerous is Pemcilhn\Dr Edu'ard F Roberts, 
Pluladcliiliia 


jama, Sept 24, I960 


man. Jr. Boston 

Dt M,hlo„ Z B,„|„ 

Pro s and Con’s of Anticoagulant Therapy m Cirdio- 
vascular Disease, Dr Heniy I Russek, Staten Wand, N \ 


In the aftei noon of Oct 9 a panel discussion on 
diabetes will be moderated by Dr Abnihani A 
Silvei, Baltimore Eight Categoiy I study hours 
will be credited to all membeis of the American 
Academy of General Practice Foi information 
wiite the Maryland Academy of Geneial Practice, 
3722 Gieenmount Ave, Baltimore 18 


Endowment Fund for Residence E\penses-A 
$10,000 endowment fund to help meet the residence 
expenses of needy and woithy students has been 
estabhsbed at the Johns Hopkins Umveisity School 
of Medicine by Di Morns Joseph of Passaic, N ], 
a 1915 graduate of tlie Johns Hopkins hledical 
Scliool The fund null provide one medical student 
with a room foi a year at the Johns Hopkins Uni 
veisity Medical Residence Hall Designated “The 
Moms Joseph Medical Residence Fund,” tlie en 
dowment is set up to continue on a peiinanent 
basis Yeaily selection of the student will be made 
by the dean of the medical faculty 


NEW YORK 

New Sub-Departments at Albany —The cieatioii of 
two new sub-departments within the department 
of medicine at Albany Medical College has been 
announced by Harold C Wiggers, PhD, dean of 
the college The specialties m which the units liave 
been established are renal diseases, with Dr John E 
Kiley as directoi, and rheumatology, with Dr Curt 
land C Blown Jr as directoi The foimation of the 
two sub-depaitments was undertaken “in recogni 
tion of die glowing need in northeastern New York 
foi expel t teaching, leseaich, and care in tlie fields 
of kidney illnesses, ibeumatism, and aidiiitis’ Dr 
Kiley leceived his M D degiee from Haivaid Medi 
cal School m 1945 and was advanced to the rani 
of associate piofessor at Albany Medical College last 
ye.ir Di Blown received an M D degree from Har 
vaid Medical School m 1948 He became an assistant 
professoi at Albany Medical College in 1957 


ailty Promotions —Dr Walter A Osinski, direc 

of the Community Mental Health Board « 
any County, was among 10 men leceivmg faca 
piomotions at Albany Medical College Df 
(iski was advanced fiom assistant professor o 
iciate clinical professoi of psj'clnatry Five f-w' 
nembers weie promoted to assistant profe^so 

Antonio Boba, Albany, m anesthesiologs, 

n J Gaiiett, Delmar, in medicine, 

idon Jr, Albany, m communitv heath tep 

„.ology). Dr Robert C Haves 

jbstebics and gmecologv, and Dr Geo g 
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Warner, New York City, in community liealth 
(medical care) Four men were advanced to assist- 
int clinical professorships Dr John H P Holden, 
Albany, m surgery, Leon W Lussier, Ph D, in 
psychiatry, Dr W^ard F Tibbitts, Albany^ in sur¬ 
gery', and Dr Geoige L Tully, Albany, m obstetrics 
and gynecology 

New York City 

Internists’ Day Planned —The Bronx Chapter of the 
New York State Society of Internal Medicine an¬ 
nounced the program for its Internists’ Day on 
Nov 9 at the Concourse Plaza Hotel, Bronx Dr 
Louis Leiter, of Montefiore Hospital, will speak on 
the role of electrolytes in the clmical course of 
cardiac failure This will be followed by panel dis¬ 
cussions, “The Evaluation of Congenital and Ac¬ 
quired Heart Drsease for Suigical Treatment,’ and 
‘Newer Developments m the Treatment of Neo¬ 
plastic Disease’ For mfoiniation, wiite Dr Max¬ 
well Spring, 800 Grand Concouise, Bronx 51, N Y 

Dr Van Dam Appointed Visiting Professor—The 
State University of New York Downstate Medical 
Center in Brooklyn has announced the appoint¬ 
ment of Dr Rudolf Theodoor van Dam, of Amster¬ 
dam University, Holland, as visiting piofessor of 
physiology for 1960-1961 He succeeds Dr David R 
Curtis, of the Australian National University, who 
has been visiting professor since Sept 1, 1959 Dr 
van Dam has taught at Amsterdam Univeisity since 
1948 During 1954-1955 he worked with Prof D 
Durrer on a special project concerned with the 
initiation of the heart beat, under a giant from the 
Netherlands Foundation for Pure Research 

Tubeiculosis Survey—A study of the tieatment and 
care received by tuberculosis patients m all New 
York Citys institutions, with the exception of those 
operated by U S Veterans Administration, is to be 
launched under the auspices of the Brooklyn, New 
Yoik, and Queensboro Tuberculosis and Health 
associations Dr ^Valsh McDermott, chairman of 
the department of public health and preventive 
medicine at Cornell University Medical College, 
"ill direct the study' to investigate the extent to 
"Inch full and propei use of present knowledge and 
procedures can be applied to tuberculosis patients 
in public as well as private tieatment centers in the 
tity Last y'ear, 779 New Yoikers died fiom tubercu¬ 
losis and 4,924 new cases of the disease were re¬ 
ported An estimated total of 16,909 persons with 
active tuberculosis were under supervision 

Orchestra for Doctors —The Doctors Orchesti al So¬ 
ciety of New Y'oik, of which Dr Han'ey Salomon is 
president and Mr Norman Masonson conductor, is 
making plms for the forthcoming season Plnsi- 
eians, dentists, and members of allied professions 
nre invited to become members of the orchestra, 
nonmedical musicians mav also join The orchestra 


rehearses m the auditonum of Stuy'vesant High 
School, 15th Street and First Avenue, New York 
City, on Thursdays at 8 30 P m Rehearsals will 
lesume m the fall For informabon, write Dr Ben¬ 
jamin A Rosenberg, 909 President St, Brooklyn 15, 
(Nevins 8-2370) 

PENNSYLVANIA 

Prize Offered for Urology Essay—A cash piize of 
$300 offered in celebration of the semi-centennial 
anniversary' of the Philadelphia Urological Society 
awll be awarded foi the best oiigmal essay' in the 
field of urologic research and for the best original 
essay on a subject m the field of clinical urology 
Competition is open to residents in urology and 
those who will have been in piactice foi less than 
one year on March 27, 1961, and who are taking a 
residency in the area served by the society' Manu¬ 
scripts must be m the hands of Dr David M Davis, 
208 Haverford Square Buildmg, Haverford, Pa , not 
later than March 1, 1961 Extensive reviews of the 
literature are not desired, the author’s own accom- 
phshments will be considered more important In¬ 
formation may be obtained from Di ^^Yllard M 
Drake Jr, 300 Broadway, Camden 3, N J 

Philadelphia 

Project to Develop Artificial Heart Valves —The 
John A Hartford Foundation, Inc, of New Y’ork 
City, has awarded a research grant of $499,671 to 
the Presbytenan Hospital in Kiiladelphia foi de¬ 
velopment of aiiaficial intra-cardiac valves The 
grant will be used over a three-year period Dr 
Robert P Glover is project directoi Dr Julio C 
Davila IS pnncipal investigator Engmeers, medical 
research technicians, a tissue culturist, surgeons, 
physiologists, chemists, and nurses will participate 
in the development of the new valves and work 
dealing with cardiac support and replacement 
Projects begun five vears ago, includmg intensive 
studies of valve function, will be expanded with 
the foundation support beginning this vear 

TEXAS 

Symposium on Clinical Surgery m Houston—Sui- 
geon-educators from six states will be speakers at a 
symposium on current clinical surgerx' to be held 
at the Shamrock-Hilton Hotel, Houston, Sept 24 
The symposium, sponsored jointly bv the South- 
eistem Texas Chapter of tlie American College of 
Surgeons, the Unn'ersity' of Texas-Gah'eston Medi- 
cil Brandi, .md Bay-lor University College of 
Medicine, is made possible bv a grant from, and 
with the cooperation of, the Lederle Laboratories 
Moderator at the morning session will be Dr John 
I< Thomas, of Austin Speakers are listed as follows 
Dr Earl J Roth, Galveston, Dr Justin J Cordon- 
nier, St Louis, Dr Law-rence Sloan, New lork 
CiL Dr George E Moore, Buffalo, N y, md Dr 
Edgar Frank Dunton Dallas Dr Truman G 
Blocker Jr UniversiL of Texas-Caheston Medical 


34 


MEDICAL NEWS 


Blanch, will model ate tlie afteinoon session Speak- 
eis will be as follows Dr Ernest S Crawford 
Houston, Di Bentley P Colcock, Boston, Dr’ 
Michael P Mandarino, Philadelphia, Di John L 
Henington Ji , Nashville, Tenn 

GENERAL 

Rare Blood Factor Found-The New }o/k Times 
of Aug 25 lepoited that a laic new blood gtoup 
factor has been discoveied in Australia It was 
found after an analysis of more than 2,000 blood 
samples, following discovery that the blood of mem- 
bcis of two Brisbane families and the Red Cross 
blood donor weie incompatible The Queensland 
Red Cross blood bank diiectoi stated that this was 
the second time such a discovery was made The first 
rare blood group, called "Graydon," was ongmallv 
found among members of a Melbourne family The 
second blood group has not vet been named 

Preventive Medicine Meeting in San Francisco — 
The seventh annual meeting of the Ameiican Col¬ 
lege of Preventive Medicine will be held Nov 2-3 
m San Francisco under the presidency of Dr James 
H Sterner, Rochester, N Y At the evening session, 
Nov 2, the fourth Annual Lectureship on Preven¬ 
tive Medicine, “Radiation Control Its Problems m 
Public Health,” wdl be given by Dr Russell H 
Morgan, head, department of radiology, Johns 
Hopkins School of Medicine, Baltimore The fol¬ 
lowing papers are scheduled for Nov 3 


• Water—Its Impact on Society, Abel Y^olman, Baltimore 

• Occupational Health and Public Health, Parallelisms and 
Divergencies in Problems and Practices, Dr Robert A 
Keboe, Cmcinnati 

• Use of Live Poliovirus Vaccine in an Attempt to Eradi¬ 
cate Poliomyelitis, Dr Albert B Sabin, Cincinnati 


The meeting will conclude with a general discus¬ 
sion For information, write Di John J Wright, 
P O Box 1267, Chapel Hill, N C 


Annual Roentgen Meeting —On Sept 27-30 the 61st 
annual meeting of the American Roentgen Ray So¬ 
ciety will be held at the Ambassador Hotel, Atlan¬ 
tic City, N J Di Edward B D Neuhausei, Boston, 
president of the society, will open the scientific 
session the moining of Sept 27 That evening. Dr 
Traian Leucutia, assistant professoi of radiology, 
Wayne State Univeisity, Detroit, will present the 
Caldwell Lecture, “Heuristic Glimpses in the Evolu¬ 
tion of Radiation Theiapy” A total of 43 papers is 
scheduled foi piesentation, includmg “The Roent¬ 
genologic Features of Trigeminal Neive Neuro¬ 
fibromas,” by Dis Cohn B Holman and Hendiik 
T Svien, Rochestei, Minn, and Dr I^acio Olive 
Mexico City, Mexico The annual golf toiunament 
IS scheduled foi Monday, Sept 26 Instraction 
courses will be held each ^temoon For informa¬ 
tion, write William C Stionach LL B. 20 N 
Wackcr Di , Chicago 6, Executive Dnectoi 
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Haslic Surgery Mealmg m Chicago -The Amenc-m 
Otoihinologic Society for Hashc Surgery mil me. 
at the Comad Hilton Hotel, Chicago Sunday Oct 
9 Business sessions will be held m the momine anil 
the following papers aie included in the afternoon 
scientific session 


Innovations in Rliinoplasty Based on Recent Expenences 
Dr Benito B Rish, Yonkers, N Y ' 

Repair of Congenital Facial Deformities in Children Dr 
Lyndon A Peer, Newark, N J, Dr John C Walker Jr 
Newark, N J , and Michael B Colhto, D D S , Newark, N j’ 
Otoplasty, Dr Oscar J Becker, Clucago 


Panel discussions and round-table conferences will 
include the following topics “Unusual Problems in 
Rhinoplasty” and “Pitfalls in Otoplasty,” moderated 
by Dr John T Dickinson, Pittsburgh A dinner 
($10) IS planned for 6 15 p m For mformation, 
write Dr Josepli G Gilbeit, 75 Barberry Lane, 
Roslyn Heights, N Y, Secretary 


Symposium held on Effects of Nervous System lira 
diation —An international symposium on the Re 
sponse of the Nervous System to lonizmg Radiation 
was held at tlie Northwestern University Medical 
School, Chicago, Sept 7-9 The symposium, tlie first 
of its kind in the world, was divided mto five 
half-day sessions (1) Effects of lomzmg Radiation 
on the Developing Nervous System m Embryos, 

(2) Microscopic Changes in Brain and Nerve Cells, 

(3) Effects of High Energy Protons and Alplia 
Particles Bombarded from Giant Cyclotrons, (4) 
Functional Changes in the Nervous System Result 
ing from Radiation Exposure, and (5) Psychologi 
cal Effects of Radiation Ray S Snider, Ph D, of 
Northwesteni University, was the chairman of the 
symposium which was sponsored by the North 
western University Medical School under research 
grants from tlie U S Public Health Service and the 
U S Atomic Energy Commission 

Congress on Research in Bums Held —More than 
100 civilian and military physicians and research 
biologists from 17 nations gathered at the National 
Naval Medical Center, Bethesda, Md, Sept 19 22 
for the first International Congress on Research m 
Burns Fifty-six research and chnical investigation 
reports were presented on every phase of preven 
tion and treatment of bums, tissue transplantation, 
electrolyte balance and metabolism, and prevention 
of infection Half of the papers were given by 
foreign scientists Dr Curtis P Artz, University ol 
Mississippi Medical Center, Jackson, Miss, 
program coordmator Sponsonng agencies included 
the Medical Departments of the Army, Navy anj 
Air Force, the Public Health Service, and the 
Ameiican Inshtute of Biological Sciences 

in 
-in- 


Biitish Physician Honored 
Philippe Bauwens, physician 
of phvsical medicine, St Tho 


Washington —Rj" 
charge, departinent 
Hospital London 
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England, w as presented with the Gold Key Award 
of the Amencan Congress of Physical Medicine in 
Washington, D C, Aug 24, “in recognition of his 
contributions to physical medicine ” The citation to 
Dr Bauu’ens noted his career as a teacher, re¬ 
searcher, and medical statesman ‘who has done 
outstanding work in advancing physical medicine 
internationally ” For the past decade, Dr Bauwens 
has served as honorary secretary of the Interna¬ 
tional Federation of Physical Medicme and is a 
past-president of the British Association of Physical 
iMedicuie and past-chairman of the section on physi¬ 
cal medicine of the Royal Society of Medicine 

Pyelonephritis Symposium in St Louis —A special 
Pyelonephritis Symposium will be held m conjunc¬ 
tion with the annual meeting of the Southern Medi¬ 
cal Association in St Louis on Nov 2 The sym¬ 
posium, sponsored jomtly by the Southern Medical 
Association and tlie Eaton Laboratories Division of 
the Norrvich Pharmacal Company, will feature a 
round-table panel discussion moderated by Dr 
George E Schreiner, associate professor of medi¬ 
cine, Georgetown University, W^ashington, D C 
Participahng m the panel discussion will be Dr 
Fred K Gan'ey, Winston-Salem, N C, Dr Kurt 
Lange, New York City, Dr Cuttmg B Favour, 
Palo Alto, Calif, Dr Cheves M Smythe, Charles¬ 
ton, S C, and Dr Otto Saphir, Chicago 

Clinical Hypnosis Meebng —The 1960 annual meet¬ 
ing of the Society for Clinical and Experimental 
Hypnosis will be held in Washington, D C, at the 
IVillard Hotel, Oct 6-7 Permanent Chairman is 
Dr Lester S Blumenthal, 5315 Connecticut Ave, 
N W, IVashmgton, D C Workshops in clinical 
h)Tinosis will be conducted on Oct 5 Infoimation 
may be obtained from the Institute foi Research in 
Hypnosis, 33 E 65th St, New York 21 

Surgeons to Meet m Mexico —Developments in sur¬ 
gical techniques will be discussed by leadmg sur¬ 
geons of Mexico, Canada, and the United States at 
the first meeting of the American College of 
Surgeons to be held in Mexico Dates aie Jan 23-26, 
with headquarters at the following Mexico Citv 
hotels Del Prado, Vista Hermosa, El Presidente, 
Alffer, and Contmental Hdton All members of the 
niedical profession are invited, according to Dr 
Gustavo Baz Prada, Mexico City, piofessor of clini¬ 
cal surgerx' and operative technique, Umversidad 
Nacional Autonoma de Mexico, Escuela de Medi- 
cina, honoraix' chairman for this meetmg The pro¬ 
gram Will include How I Do It” clinics, p<mel dis¬ 
cussions, medical motion pictures, symposiums and 
reports on many subjects, as well as a special pro¬ 
gram at Universitx' Citv and a sightseeing trip For 
information, w rite Dr Whlham E Adams, Secretarx', 
Amencan College of Surgeons, 40 E Eiie St, 
Ghicago 11 


as 

Prevalence of Pohomyehtis —According to the Na¬ 
tional OflSce of Vital Statistics, tlie foUowmg num¬ 
ber of reported cases of pohomyehtis occurred in 
the United States, its temtones and possessions in 
the weeks ended as indicated 



Aug 27 

1960 



^ _ A _ 

- X 

Aug 29 


Paralytic 

Total 

1959 

Area 

Type 

Cases 

Total 

New England States 




Mnine 

2 

2 

1 

New Hampshire 




\ennoDt 




Miissflchusetts 

1 

1 

lo 

Rhode Icland 

4 

6 

1 

Connecticut 


1 

6 

Middle Atlantic States 




New \OTk 

10 

IJ 

12 

Ncu Jojsej 

3 

8 

19 

Pennsj h anla 

0 

7 

3 

East North Central States 




Ohio 

4 

7 

17 

IndiaDH 

1 

5 

12 

Illinois 

0 

9 

3.J 

Hichlpjin 

2 

3 

33 

\\ i‘‘Consin 


2 

1 

West North Central States 




Minnesota 

1 

1 

li 

Iona 


1 

19 

MI«;«ouri 


1 

31 

North Dakota 


1 


South Dakota 




Nebrusku 



H 

Kansas 



10 

South Atlantic States 




DcluMurc 




Maryland 

8 

10 

Z 

District of Columbia 




\irtiuiu 

1 

1 

22 

Most Mr^iniu 

3 

3 

13 

North Carolina 

o 

11 

13 

South Cniolina 

4 

G 

6 

Gcor^iu 

2 

3 

19 

Horidn 



5 

East South Central States 




Kentucky 


10 

I 

Tennc ee 

3 

4 

4“ 

Alubauiu 



24 


1 

1 

9 

West South Central States 




\rkunsiis 



IS 

I ouisiana 



( 

OkJahoinu 



10 

Texas 

1 

1 


Mountain States 




Montana 




Idaho 




Myoiiilng 




( olorado 



1 

Sen Mexico 


I 

1 

ArIrona 



4 

kluh 



2 

Nc\ ultt 




Pacific States 




M ii‘‘hlDtton 

1 

1 

12 

Oregon 



K 

< nllfomln 


Ji 

29 

\Ia ka 



2 

Ua^^ali 




Territories and Possessions 




1 uerto Hico 

11 

11 


Total 

99 

159 

521 


Conference on Electrical Techniques in Medicine — 
The 13th annual Conference on Electncil Tech¬ 
niques in Medicine and Biolog\ %\il] be held m 
Wishington, D C, Oct 31-No\''2, at the Sheraton- 
Pirk Hotel As in the past the meeting will be 



examinations 

sponsored by tlie Joint Evecutive Committee m 
Medicine and Biology repiesentmg the Institute of 
Badio Engineeis, Ameiican Institute of Electrical 
Engineers, and the Instrument Society of America 
iJie theme of the conference will be the application 
of electiomc techniques to analytical instrumenta¬ 
tion Scheduled for discussion are the exploration 
and application of new electrical and physical 
techniques for quantification of specific materials, 
determming molecular structure, oi providing 
lecognizable characteiization of materials of bio¬ 
logical interest Foi information, write the Program 
Chau man, Mi George N Webb, Room 547-CSB, 
Johns Hopkins Hospital, Baltimore 5 


AND LICENSUBE 
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f Ophthalmology Written Jan 23 
1961 Oead^e for filing applications was July 1 oJ 
Chicago, Oct 3-7 Sec, Dr MemU J. King BoxLfi r/. 
Cottage Branch, Portland, Maine ^ 


Oral, Part J Palo Alto. Cahf. N^hX! Tanr?^ 
pEa June 19-20 Fmal date for fihng application is Jan 1 
14 ritten and Oral, Part 11 Miami Beach, Jan 4 6 Final 

S 1 ^ Sec, Dr Sam W 

Banks, 29 E Madison St, Chicago 2 


Boabd of Otolaryngology Oral Clucago, Oct 
^6 Final date for fihng application was Apnl 1 Sec Dr 
Dean M Lierle, University Hospitals, Iowa City 

AKmmcAN Board of Pathologt Examination Indianapolis 
Oct 20-22 Fmal date for filing apphcabon is Sept 15 
Sec, Dr Edward B Smith, 1100 W Michigan St 
Indianapohs 7 


EXAMINATIONS 

AND 

LICENSURE 


American Board of Pediatrics Oral Chicago, Oct 21-23 
Final date for fihng application has passed Written New 
York City, January Final date for filing application is 
Dec 1 Sec, Dr John McK Mitchell, 6 Cushman Road, 
Rosemont, Pa 


MEDICAL SPECIALTY BOARDS 


American Board of Anesthesiologv Written Vanous lo¬ 
cations, June 30 Oral Kansas City, Apr 17-22 Sec, Dr 
Forrest E Le^Ilng^\ ell, 217 Farmington Ave, Hartford 5, 
Conn 


American Board of Derautologt Final date for fihng 
applications of candidates completing traimng by October 
15, 1960 IS March 1, 1961 Written Several cities, June 5, 
1961 Oral Philadelphia, Oct 13-16, 1961 Sec, Dr 
Maunce J Costello, One Haven Avenue, New York 32, 
New York 


American Board of Internal Medicine New York City, 
Nov 14-17 Closing date for filing apphcabon was July 1 
Written Oct 17 Closing date for filing apphcabon was 
May 1 Schedule for 1961 Written Examination, October 
16 Oral Examinations New Orleans, Jan 30-Feb 2, Chi¬ 
cago, April 4-7, Los Angeles, Sept 26-29, New York City, 
Nov 7-10 Closing date for acceptance of applications for 
die January and April exammations is October 1, 1960, 
and for the September and November examinabons is June 
1, 1961 Sec -Treas, Dr William A Werrell, One West 
Main St, Madison 3, Wis 

American Board of Neurological Surgery Oral New 
Haven, Nov 13-16 Fmal date for fihng apphcabon is 
Sept 1 Sec , Dr Donald D Matson, 300 Longwood Ave, 
Boston 15. 


American Board or Obstetrics and Gtnecology Writ¬ 
ten Various cities of the United States, Canada, and 
military centers outside of continental United States, Jan¬ 
uary 13 Oral Chicago, Apr 7-14 Apphcabon for cer- 
bficabon, new and reopened m Part I, and requests for 
reevamination in Fart II are now bemg accepted Deadlme 
for receipt of appheabons for the written exammabon 
was August 1 Candidates submitbng appheabons in 1960 
for the 1961 examinabons are not required to subm^ case 
reports as previously required to complete the Part I 
examination In lieu of this requirement new candidates 
are required to keep m their files a duplicate list of hos¬ 
pital admissions as submitted widi their appbcaticm, for 
aibmittal at the annual meeting in Chicago should tliey 
become eligible to take tlie Part II (oral) exammation 
Reopened candidates be required to submit case re- 
nerN for rcvicw thirty days a%r notification of ehgibihty 
ExS Sec Dr Sert L Fa\kner, 2105 Adelbert Road, 

Cleveland 6 


American Board of Phxsical Medicine Parts I and 11 
New York City, June 24-25 Final date for fihng applicn 
don IS Feb 15 Sec, Dr Earl C Elbns, 102 Second Ave, 
S W, Rochester, Minn 

American Board of Plastic Surgery Entire examinabon- 
vintten, and oral and practical given m May of each year 
Final date for submitbng case reports is January 1 Next 
examinabon to be given in New York City, May 14-16 
Corres Sec, Mrs Estelle E Hillench, 4647 Pershing Axe, 
St Louis 8, Mo 

Aaierican Board of Pstchiatby and Neurology Nca 
York, New York, Dec 12-13, New Orleans, Mar 20-21, 
and Chicago, Oct 9-10, 1961 Sec, David A Boyd, Jr, 
102-110 Second Ave, S W, Rochester, Mum 


American Board of Radiology Examination Cincmnali, 
Dec 10-13 Deadlme for filmg appheabons for tlie June 
examinabon was Jan 1 Fibng deadlme for the December 
exammabon was July 1 A special exammation m Nuclear 
Medicine (for tliose diplomates m Radiology or Thera 
peubc Radiology) will be offered provided there are 
sufficient appheabons Sec, Dr H Dabney Kerr, Kahler 
Hotel Bldg, Rochester, Minn 


American Board of Suhgert Written (Part 1), Various 
Centers, Dec 7 Candidates are urged to apply seurnl 
months before completion of training requirements The 
closing date lor fihng appheabons was August 1 Those com 
pleting training requirements after September 30 cannot he 
considered for the December Part I examination of the same 
year Oral (Part II)-New Haven, Sept 26-27, Indian 
apobs, Oct 24-25, Buffalo, Nov 14-16, Nashville, Dw 
12-13, Philadelphia, Jan 16-17, Houston, Feb 13-M, 
Columbus, Ohio, Mar 13-14, New York City, April 19 
20, Portland, Ore, May 15-16, San Francisco, May 
Sec-Treas, Dr John B Flick, 1617 Pennsylvania Bivd, 
Philadelphia 3 


(D of Thoracic Surgerx Oral Oct 1960 Final 
• filmg apphcabon is July 1 Written Vanous cenle^ 
roughLt the country, Feb 10 Final date for 
pheabon is Dec 1 Oral Apnl 1961 Final dale for 
ng apphcabon is Dec 1 

MOAN Board of Urology Written December Ord 
mical Chicago, February 1961 Exec Sec Mrs Buby 
Gnggs, 30 Wesbvood Road, Minneapolis 20 
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White House 






Mount Vernon 



Our nation’s historic capital city will 
be the setting for the American Medical 
Association’s 14th Clinical Meeting 
November 28 through December 1 
The program—planned to interest 
and inform every physician—features 
the latest medical deielopments pre¬ 
sented in panel discussions, sympo¬ 
siums, round table sessions, lectures, 
closed circuit telecasts and motion pic¬ 
tures Many scientific and industrial 
exhibits im 11 be on display 


Lincoln Memorial 


Smithsonian Institution 
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Washington, D. O. Hotels and Motels and Rates 


0 HOTELS 

SINGLES 

1 Blackstone 

$ 9 00-12 00 

2 Burlington 

8 95- 9 95 

3 Congressional 

— 

4 Dupont Plaza 

— 

5 Hamilton 

10 00-11 00 

6 Jefferson 

12 00-15 00 

7 Lafayette 

— 

8 Mayflower 

9 00-15 50 

9 Pick-Lee House 

10 75 

10 Sheraton-Carlton 

14 50-18 50 

11 Sheraton Park 
(Headquarters 

Hotel—No Room 
Accommodations) 

12. Shoreham 

13 00 

13 Statler Hilton 

12 00-17 00 

14. Washington 

10 00-13 50 

15. Willard 

10 50-12 00 


TWINS 

$14 00-16 00 

13 95-14 95 

14 00 

15 00 

14 00-17 00 

15 00-18 00 

13 50-16 50 
17 00-24 50 

14 50-18 00 
22 50 


17 00 

18 00-24 00 
15 00-19 00 
15 00-17 00 


SUITES 


■ MOTELS 

SINGLES 

$18 00-24 00 


1 Marriott Key Bridge 

11 00-12 00 



Motel 




2 Marriott Twin 

12 00 



Bridges Motor Hotel 



twins 

1600 1700 

17 00 


35 00 

32 00-50 00 
45 00-65 00 
41 00 


25 00-75 OD 
54 00-74 00 
36 00-53 00 
28 00-62 00 
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AMEIUCAN MEDICAL ASSOCIATION Dr E J L Blasmgnmc, S35 
North Dearhoni St, CluciRo 10, Excciilu e Vicc-Prcsidcnt 

1900 Clinical Meeting, WnsIiiiiKton, D C, No> 28-Dcc I 

1901 Annual Meeting, Ntu Vork Cil>, June 20-30 

1901 Cliiucal Meeting, Dimtr, No\ 27-30 

1902 Annual Meeting, Chicago, June 11-15 

1902 Clinical Meeting, Lo? Angilcs, No\ 20 29 

1903 Annual Meeting Atlantic Citj 

AMEIUCAN 

1900 

September 

Amciiican Hoevtclv 1U\ SoctExa, Ambassador Hotel, AUantic City. 
Sept 27-30 Dr C Allen Good, Mayo Clinic, Ilochcster, Minn, Secre- 
tan 

AMEMcaN SociETS Or Ceinicae Patjiolocjsts, Pntacr House. Ctucago 
Sept 24-Oct 2 Mr Claude E WcUs. 445 Lake Shore Dme. Chicago 
11 . Erecutne Secretary o 
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Bloomington, HI, ^7 nc ^'jefferson Hotel, St Louis, ^ ^ 

AMFisicAN Heaut A‘==ot:iAXioN.^lN^ , J^ Executisc Dneetor 
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Brucellosis of the Bones and Joints 

Expel leiice with Tliuty-Six Patients 

Patrick J Kelly, M D, William J Martin, M D, Alexander Schirger, M D 
and Lyle A Weed, M D , Rochester Minn 


B ruce in ISS? cultured the organism now 
known as Brucella mehtensis, although accord¬ 
ing to Huddleson ‘ the organism had been isolated 
Marston in 1859 Bang isolated the organism 
Brucella abortus in 1897, and Traivn isolated Bru¬ 
cella suis in 1914 ’ Musculoskeletal brucellosis was 
recognized in the early part of this centun', as mdi- 
cated bv Kennedy s ‘ report on brucellai subdeltoid 
Bursitis m 1904 

Obsenations by members of our group on pa¬ 
tients with brucellosis, including those with lesions 
of the bones and joints, have been reported from 
tune to time “ The present report represents a stud) 
of 36 patients with biucellosis of the bones and 
joints This study w'as initiated in an attempt to 
•lualvze the total experience at tlie Ma)m Clinic 
"^th this manifestation of the disease The number 
of patients studied is larger than the number of 
B'^'oots with lesions of the bones and jomts in¬ 
cluded m I recent reiaew' of brucellosis bv mem- 
crs of Our group,“‘ because the time limits of tins 
slud\ exceed those of the rei'iew' 

General Considerations 

Bnctcrio/ogicfl/ Aspects —Cultures for Brucell i 
organisms were made bv inoculating hormone- 
ood agar in Petri dishes wath specimens of fluid 


Among the 36 cases of biucellosis here 
reported there were 22 in winch the diag¬ 
nosis ’i\as based on actual culture of bru¬ 
cellar organisms and 14 in which it was 
based on serologic exidencc alone Twen 
ty nine patients w ere farmers and the 
others had all come into contact somehow 
with meat or milk from infected herds 
The course of brucellar osteom)clitis was 
chrome and it was the hardest of all 
lesions to treat successful!) Secondar) in 
lading organisms often appeared and 
sonictimes persisted after cultures had 
become negatn e for Brucella Spondx htis 
was frequent, and in 11 cases it was dc- 
slructnc Most patients were treated with 
clrcptomxcin and either tetraciclinc or 
sulfadiazine, xestihular function being 
tested periodical]) to detect carlx signs of 
injiiri to the eighth cranial nenc For 
patients with hruccllosis of tlic hones and 
joints the authors rccoiiitncnd aggressn e 
surgical treatment 


“f ortl'OPe'I'C surgen (Dr Ksll>) msdianc (Drs Martin and Schirgrr) and bacfsnoloi:, (Dr Wred) Ma,„ a, ,1 

fminditinn The M,jo Foundation is a part of the Ci-iduati School of tlir tniscrsiti of Minnno’a. s-unic ana 
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or tissue emulsion in broth and by incubating the 
preparations in 10% carbon dioxide mixture, as 
required for Br abortus Fluids were cultured in 
bottles containing trypticase-soy agar and broth in 
an atmosphere of carbon dioxide, as described by 
Castaneda and associates So-called W medium 
was used for those specimens found to contain 
other organisms '* Material which was cultured for 
Brucella organisms m most instances was cultured 
also for tubercle bacilli, fungi, and more common 
organisms such as streptococci and Salmonella 
Pothological Aspects —Tlie bursae and the joints 
invaded by Brucella usually contain a somewhat 
cloud)^ strau'-colored fluid which may also contain 


jomt or purulent material from draining sinuses 
sometimes does not contain Brucella even thouch 
the organisms are present m the tissue 
Case Material -Our 36 patients are divided into 
two groups (1) 22 patients from whom brucellar 
organisms were obtained by culture of specimens 
(table 1) and (2) 14 patients for whom cultural 
confirmation of the disease was not attempted but 
whose serums caused brucellar agglutination m 
titers of 1 800 or more (table 2) 

General Findings -Of the 22 patients with cul 
turally proved brucellosis, 16 were fanners, 1 was 
a cattle trucker, and 5 were employed in meat 
packing plants Twenty-one of these patients were 


Tadlb 1 -Data from Twenty-two Cases of Culturally Proved Sleletal Brucellosis 


Cii'e 

\rcB 

Organism 

Erj thro 
c> tc Scdl 
mentation 
Rato 

Mm /Hr 

Roentgenograms 

Agglutl 

nation 

Titer 

Result 

1 

I eft index flneer 

Hr abortus 

13 

Dcstructlic changes. 

0 (1956) 

Healed, no functional impairment 

2 

1 eft humerus 

Hr suls 

1 

phalanx 

Osteoinyclitig 

1 oO (IfioT) 

0 

Indeterminate 

1 

Risht humerus 

Br melltensis 

118 

Cystic lesion 

0 

Recurrence 3 yr later 

4 

Rlftht humerus 

Br suls 

24(2 mo 

05 

Osteomyelitis 

2 100 to 

Healed 10 yr later 

6 

RIpht foot 

Br abortus 

5 

Soft tissue mass 

1 1,200 

1 100 

Healed 1 yr later 

G 

Loft knee 

Br suls 

47 

osteoporosis 

Osteoporosis 

1 100 

Healed 2 yr later 

7 

Left knee 

Br melltensis 

Co 

Soft tissue mass 

1 800 

Healed 1 yr later 

8 

Left prepntcllftr bursn 

Br abortus 

23 

Negatlie 

0 

Healed 

9 

RlRht prepatellar bursa 

Br suls 

9 

Ncgatli e 

0 

Recurrence 7 mo later cblorampheDN 

10 

Right prepatellar bursa 

Br abortus 

20 

Ncgathc 

1 400 

gli en elsewhere, subsided 

Healed 8 yr later 

11 

Right prcpntellnr bursa 

Br abortus 

3 

Soft tissue mass 

0 

Healed 1 yr later 

12 

Right prepatellar bursa 

Br abortus 

18 

NcRBtfve 

1 1,600 

Healed 0 mo later 

13 

Right prepatellar bursa 

Br abortus 

»1 

Enlarged bursa 

1 100 

Healed 1 mo later 

14 

I eft prepatellar bursa 

Br abortus 

19(1 mo )t 
52 

Negative 

1 200 

Healed 6 mo later 

15 

Left prepatellar bursa 

Br suls 

18(4 mo )f 
21 

Soft tissue mass 

1 100 

Healed 

IG 

Left femur 

Br 

61 

Osteomyelitis 

1 80 (1945) 

0 (1950) 

Healed 

17 

Right femur 

Br suis 

50 

Osteomyelitis 

1 2o 

Healed 18 mo later 

18 

Right hip 

Br sills 

04 

Osteoporosis 

1 800 

Healed 

19 

Right ilium 

Br suls 

59 

Osteomyelitis 

1 200 

Healed 5 yr Inter 

20 


Br melltensis 

10 

Destructive process 

1 1,000 

Healed 

21 

Li L- 

Br abortus 

47 

Destructive process 

1 200 

Healed, vertebral bodies fused 2 yr la'o 

22 

Tio 

Br melltensis 

30 

Mass Tr T»i 

1 100 

Healed 1 yr later 


* Species unknown 
f After trcatni"nt 


inspissated fibrin, or so-called rice bodies Although 
theie are no criteria by which tlie histopathological 
diagnosis of brucellosis can be made unequivocally, 
certain features may suggest tlie possibility of bru¬ 
cellosis We have noted on microscopic examina¬ 
tion of specimens prepared by the fresh-frozen 
technique that most lesions produced by Brucella 
appear to be granulomatous However, since granu¬ 
lomas may be produced by many agents, it is neces¬ 
sary to isolate and identify the organism before a 
specific diagnosis can be made Synovium from 
joints histologically suggestive of rheumatoid 
thritis may sometimes be found to contain Brucella 
Perhaps the greatest help that the surgical patliolo- 
eist offers is the aid he gives the surgeon in the 
selection of material for culture In brucellosis, 
tissue must be cultured because the fluid from the 


en and one was a woman Only three patients 
ere less than 39 years of age, and only two w'cre 
red over 60 years From 19 patients it was not 
3 ssible to obtam a definite history of preceding 
mte brucellosis, but 4 of the 19 had recognized 
rucellosis m their cattle and another was m ttie 
ibit of drinking raw milk 
Six of the 22 patients were febrile on 
, the clinic, and 3 had lost more than 10 ^ 

15 kg ) in the recent past The woman n 

>rderhne anemia (109 Gm of hemoglobin P 

)0 cc of blood), and diree patients had mi ^ 

ukocytosis (11,000 to 15,000 

illuneter of blood) Twelve of the --2 p* 

id erythrocyte sedimentation rates in ewess 

i mm m one hour (Weslergren 

patients had brucellar agglutination titers 


‘5 
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1 800 or higher, and si\ patients had no demon¬ 
strable titer In eight patients Brucella abortus was 
isolated, in four Br melitensis, in eight Br suis 
and in hvo the species of Brucella was not de¬ 
termined One patient (case 20) had simultane¬ 
ous acute bacteremic brucellosis as indicated 
by positive cultures of the blood for Br meh- 
tensis Of the 22 patients 1 had definite recun ence, 
and m 2 additional patients recurrences seemed 
likely 

Of the 14 patients for whom cultuial proof of 
brucellosis was not obtained but whose serums 
isiused brucellar agglutination in titers of 1 800, 
ill were considered to have brucellar spondylitis 
411 but 1 of the 14 were farmers, and the excep¬ 
tion was a laborer who drank unpasteurized milk 
In this group, too, there ivas only one farm wife 
Only 2 of the 14 patients were less than 39 years 


index finger In one case the bursal structures of 
the foot were involved In all but one (case 20) 
of the cases winch were culturally proved, surgical 
treatment or open biopsy was used Seventeen cases 
of brucellar spondylitis were seen, 3 were culturally 
proved and 14 were diagnosed from the agglutina¬ 
tion test Only one patient with spondylitis (case 
22) required surgical intervention 

Chnical Syndromes 

Brucellar Osteomyelitis —hoca] pain, tenderness 
and occasionally fever were the presenting com¬ 
plaints of patients with brucellar osteomyelitis The 
roentgenographic picture was that of medullary 
destruction, often xvith periosteal thickening (fig 
la ) The roentgenogram yielded nothing specific to 
help differentiate the lesion from those of osteo¬ 
myelitis arising from other causes 


Tabi-e 2 —Data from Fourteen Patients with Culturally Unproved Skeletal Brucellosis 




v\ff4lntlnation 

Erythrocyte 

Sedimentation 

Roent|,enogram‘5 

Rc‘?uU«» oi treatment on 

Ca^e 

Area 

Titer 

Rate Mm /Hr 

reexamination 

23 

La Ls 

1 1 380 

81 

19 (10 yr 
later) 

Anterior wedgint. La La \dth martlnal proliferation 

No backache 10 yr later 

n 

II 

1 1 2«0 

28 

Destniellic process 

No fever little backache 2 yr 

Inter 


u 

1 800 

31 

Narrowed iDtcripaces tiulRlDf, p»on» shadows Li 
and L 


Til Ti> 

1 1280 

10 

Irregularlti ol Inferior border of Tii 

Treated at home 

•>, 

U 

1 soo 

4 

Destructli e process 

Healed 3 yr Inter 

2 b 

Li Ls 

I 800 

21 

Destructlit process 

Healed no pain 3 jr later 


It Ls 

1 I 2u0 

21 

Destruetli e proce « 

No pain 3 ino later 

30 

Ls Ls 

1 800 

32 

Destructlrc process 

Healed 0 yr later 

31 

Ts Ts 

1 1 COO 

22 

Destruetli e process and paraiertebral ab'cess 

Healed asjmptoinatlc 7 j r later 

3'> 

Til Li 

1 800 

1 80 (Vi s-r 
later) 

So 

lo (l */2 vr 
later) 

Flattening ot l)odle« of In Li 

Healed 1% yr later n«jinpto 
mnticOr later 

33 

L 

1 1 000 

7 

Destnictlie process 

No complaints 18 ino later 

31 

L. Is 

1 1 000 

13 

De'struethe proces*! 

Healed 0 yr later 

3o 

Ls 

1 1 000 

6j 

De«!tructhe process With «oft tj««iJe ma«« 

Healed C yr later 

% 

Tills 

1 800 

92 

7 (C mo 
later) 

Anterior wedgmg Ti I 

Healed C mo later 


of age, and the oldest patient was 56 years old 
From 13 it was not possible to obtam a definite 
history of preeeding acute brucellosis, however, 3 
had recognized brucellosis m their cattle whose 
unpasteurized milk they had drunk Six patients 
"ere febrile on admission to the clinic, and hvo had 
lost more than 30 lb (13 6 kg ) m the recent past 
Six of these 14 patients with brucellar spondylitis 
had been referred to the clinic because a herniated 
intervertebral disk was suspected The blood of 
l''o patients, both men, contained less than 12 Gm 
of hemoglobin per 100 ml, one patient had leuko- 
^'tosis, and 10 patients had ery'throcvte sedimenta- 
hon rates of less than 35 mm per hour 
Specific Areas Involved Culturalh' proved bru- 
l^llosis of the knee was encountered twice, of the 
hip once, and of the prepatellar bursae eight times 
oog bones were involved bj' brucellar osteo- 
>o\clitis five times, the humerus three times, and 
lie femur twice Other areas of osteomyelitis m- 
^ nded the ihum and the proxim il phalanx of the 


The course of brucellar osteomyelitis was chronic, 
protracted, and characteristicallv diflBcult to deal 
witli from a tlierapeutic pomt of view In patients 
with osteomyelitis of the femur and humerus, wide 
saucerization wath secondary closure by muscle 
flaps or bone grafting was necessary' (fig lb) It 
appears that eventual healing occurred m three of 
the five lesions concerning which follow-up mfor- 
mation was obtained (table 3) In one case (case 
3) there was definite recurrence of the osteomye¬ 
litis A distressing problem was inimsion of the 
bone during tlie course of obserx ation by secondary- 
invaders such as staphx lococci After antibacterial 
therapy-, cultures usualh became negative for Bru¬ 
cella, but clearing of the secondan invaders was 
difficult The cases of osteomv elihs of the ilium and 
phalanx healed wathout recurrence, although re- 
cov erv w as slow 

Brucellar Synobiiis—Tbe signs and svmptoms in 
tw o cases of brucellar svnontis in\ ol\ ing tlie knee 
were pain ind effusion and in the one case involv- 
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mg the hip weie aiticulai pain, loentgenographic 
evidence of efiEusion, and fever Osteopoiosis of the 
adjoining hones was noted in the loentgenogiams 
in two of these thiee patients with hiucellai syno¬ 
vitis The diagnosis was established by biopsy of 
the synovial inembiane in all three Cultures of 



"rn, n-honl only sure method of emdr- 

eating infection 

t-es were PO^-.^buMl-e 

dtazme yielded a nearly of 

cases involving the ,^nd synovectomy 

admrn.strat.on of i„ 

and in one case ( involved, a neaily 

both cases m v motion was the end-result 

normal range ot paini niepatellar bursae 

Bnrsim-Involvement ^ charac- 

m eight patients was an 

teiistic °y^^;^^3%Pepatellai bursae lefiactory to 
hydrops of tn P P Excellent results 

oLervatrve by exesron of the 

C::raddrt.on the^^use of -tib— 

spS““ 


with extension down the legs, was a characteristic 
symptom Fever was associated m si\ cases A 
common initial impression in these patients \\a, 
protruded intervertebral disk A helpful point in 
alerting the physician to the mflammator)’ basis 
of such lesions is elevation of the sedimentation 
rate, but, as mentioned, results of this test uere 
normal m several of our patients Ordinarily, rocnl 
genograms revealed involvement of the lntervert^ 
bral disk and the contiguous vertebrae (fig 3) 
Bone formation with parrot-beak exostosis is a 
late roentgenographic sign and usually indicates 
tlie stage of heabng (fig 3b) Narrowing of the 
intervertebral space (fig 3ci) and eventual bony 
fusion of the contiguous vertebrae are commoo, 
Paravertebral abscess is not common but was noted 
in two patients (cases 22 and 35) (fig 3c) Re^ 
support to tlie back, and admmistration of ai^ 
bacterials sufficed in tbe management of most ■ 
these parents * 

Classification of Brucellosis and Type of Bnicel| 

Found 

We have found it convenient to classify bt» 
cellosis as (1) bacteremic, (2) serologic, (3) 
localized, and (4) In tlie bacteremic tjB 

the essential diagnostic finding is the culture d 
Brucella organisms fiom the blood Agglutinatio 

Table 3 -Treatment and Results of Thirty-six Taticnts 
with Brucellosis 

Thernpy with 
Streptomycin 

- HesWi 

Total Tetrn v lain 

Group and Treatment Cases cyelme dinrinc 

Culturally pro\ ed _ 

Snucerization for osteomy n 4 ^ 

elitis “ j 1 

Sjnoyectomj of knee 1 I 

With patelleetomy ^ t( 

Exeision of hursa ® ^ 2 

Surgieal drainage 

Exeision of sinus traet and 1 

later further measures 1 2 ’ 

Biopsy only ^ j 1 

No operation _ — — ^ 

i . 22 IT ^ 

Subtotal 

Not eulturally pro\ ed ^ 

Lamlneetoim 13 5 

No operation _ _ 

14 5 ^ ^ 

Subtotal ^ 

30 22 

Total flfluccrua*' 

-u^ee« ^ mnhor treatment wi. 

t Eeeurrenee in case J wM.r- „ ,i!<l not 

“TCfn'tient returned home for treatment and one 

for ree'^amination 

ulers of the serums of such patrerts usu* » 
high and frequently are r's‘ng ' ^ ^vcrclv >1 

of disease f "'«^rthressemS ctarad®;: 
Tn tbc serologic type, , titers of 
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:ion that can be examined histologically and 
Ictenologicuilly In tlie localized type, the essential 
.aractenstic is the growth of Brucella organisms 
i culture of specific tissues of the patient such 
bone, lung, spleen, or kidney In these patients 
e process may have been present many years, 
often relatively asymptomatic, and in an occa- 
inil patient may produce recuiTent systemic 
.inifestations Agglutination titers as a rule are 
IV or absent in patients with this type of bru- 
llosis, and results of cultures of specimens of 



F'S 2—Brucellar bursitis Note soft tissue spelling of 
repalellnr region Chronic hj drops of prepatellar bursa in 
"on uorker or meat handler should alert one to possibdity 
' brucellar bursitis 

'land ire negative Twenty-one of die cases m 
1 are of this t)^e 

ihc mixed tj'pe of brucellosis is in an indetermi- 
"le ire .1 among the preceding tjqies Our patient 
.case 20) who had bacteremic brucellosis and 
niccllar spondvhtis is an example The mixed type 
"as exhibited bv our 14 patients xvith skeletal 
^^sions from vhich Biucella organisms were not 
serums from whom were high in agglu- 
^'*^se 14 patients could be considered to 
c eultiiralB unproved localized brucellosis but. 


as implied in our classificahon, xve restrict the term 
“localized brucellosis’ to those instances in which 
Brucella organisms actually hax'e been growm from 
specific tissues These 14 patients also lack die 
characteristics of the serologic type as we hax'^e 
defined it, smee die process is often clironic radier 
than acute or subacute and usually does not hax'e 
systemic manifestations, but if systemic manifesta¬ 
tions are present diey are remissive rather than 
contmuous 

Smee, in serums from patients xvith culturallx' 
proved localized brucellosis, agglutmation may oc¬ 
cur only at low titers or may not occur, undoubtedly 
corroboratmg cultural or serologic evidence cannot 
be obtamed m all patients with brucellar lesions, 
and therefore one is left xvith only subjective con¬ 
clusions To avoid presenting such possibly contro¬ 
versial cases of the disease in bones and jomts, 
xve have discarded all culturallx'^ unpioved cases 
unless die agglutmation titer of the serum xvas 
1 800 or higher In this regard it has been said that 
agglutination may be demonstrated after incubation 
of such nonreactive serums xvith phenol-killed Bru¬ 
cella organisms, thereby removing “blocking anti¬ 
bodies Most of the culturally proved infections 
of the bones and joints studied by us xvere caused 
by Br abortus or Br suis 

Diagnostic Aspects —That brucellosis m the cen¬ 
tral portion of the United States is to a great extent 
an occupational disease is apparent from the inci¬ 
dence according to die sex and occupation of our 
patients It is a disease of farmers, meat handlers, 
or the occasional person xvho drinks raxv milk from 
an infected hei d The patient must come in contact 
xvith the reservou 

Txvelve of our 36 patients xx'ere febnle on ad¬ 
mission to the clinic and had lost a significant 
amount of xveight Only 3 patients had mild anemia 
4 had leukocytosis, ind 20 had erj^throcyte sedi¬ 
mentation rates of less than 35 mm in one hour 
(Westergren method) Thus these patients for the 
most part lacked some of the findings xx'hich one 
might ordinarily associate xxath an mfeebous proc¬ 
ess On die other hand, a farmer xx'ho is suspected 
of having a protruded disk and gix'es evidence of 
infection should bring to mind the diagnosis of 
brucellar spondylitis Also the finding of prepatellar 
hydrops m a farmer or meat handler should alert 
one to the possibility of prepatellar brucellosis 

Although brucellosis of the bones and joints is 
diagnosed xxnth certainty only bv cultivation of 
brucellar organisms from specimens of the patient s 
tissues, the agglutin ition test max be of greit vilue 
Too great dependence should not be placed on 
die agglutination test hoxxexer, because (1) vic- 
cination against cholera, use of suspensoid of pro- 
tern nucleate derixcd from Brucella cells (Bru- 
cellergen), and the occurrence of tularemia miv 
mduce antibniccll ir antibodies (2) residual 
hnins from prexaous brucellosis mix cause in in- 
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coucct diagnosis in a pabent Avith an unrelated 
disease, and (3) tlie seiiim of patients with skeletal 
lesions fioin which biucellar organisms have been 
isolated may contain no agglutinins 
It appeals inadvisable to make a diagnosis of 
biucellosis of the bones and joints unless (1) biu¬ 
cellar oiganisms have been produced by cultuie, 
or (2) biucellai agglutinins aie piesent m high 
01 inci easing titci m the seiums of patients stiongly 
suspected clinically and locntgenogiaphically of 
having the infection in whom other infections have 
been 1 tiled out We do not use skin testing methods 
in patients suspected of having biucellosis, because 
positive lesults of such tests cannot be con elated 
well with the disease and also because the ability 
of such tests to induce biucellar agglutinins can 
prove confusing Cultuies of the blood provide 
little infoimation concerning biucellosis of the 
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combined with sbeptomycin, is as effective in iL 
suppression of the growth of Brucella oreanisl 
as chlortetracychne is In our experience cood 
suits iiave been obtained in treatment with the 
same combmation of antibiotics, meaning tetraci 
dine and sbeptomycin 

Knight,” Cnscuolo and co-workers,'' and Mad 
and Killough” have concluded also that the relapse 
late and length of treatment required m bnicellosis 
are significantly reduced if streptomycin is added 
to a regimen of the tetiacychnes The joint FAO- 
WHO Expert Committee on Brucellosis” has recom¬ 
mended tebacychne and sbeptomycin as the anti 
biucellar legimen of choice In brucellosis of (he 
bones and joints we are cuirently using 500 lo 
750 mg of tebacyclme given orally every si\ hours 
and 0 5 Cm of sbeptomycin injected intramiiscu 
larly bvice daily for four weeks 



Fie 3 —Brucella spondylitis This usually affects lumbar part of spinal column, in our experience, but it can 
portion a, “iL spondylitis involving fourth and fifth lumbar veitebrae Note central area f 

lion of hodv of Li and superior part of L„, xvith lesultanl narronmg of disk space b. Brucellar spondyhtis of Li , ^ 

iroeled SL Th' ,oe„.g.n,Ic,s,c s.gn usu.Ily nppe^r. m d.sense, Bruoall,, sp.ndyl,.,, of loocr 

vertebriij ^vlth Ijirge 'issociatcd paravertebral abscess 


bones and joints, this is appaient fiom ex¬ 
perience in which only 1 of oui 36 patients had 
recognizable bacteiemia 

Treatment 

Most of our patients were treated with vaiious 
antibacteiials oi a combination of them (table 3) 
It IS the consensus that sulfonamides aie no longer 
the antibiucellar agents of choice In 1949 Heil¬ 
man demonstrated that chlortetracychne combined 
with streptomycin was more effective than chlor- 
tebacychne alone m suppressmg the growth ot 
Brucella oigamsms m mice Tetracycline, when 


In the dose lecommended, streptomycin ^ 
dihydiosbeptomycin only rarelv causes 
the vestibular or auditory function of the ci2 
cianial neive Since deafness is more serious 
impairment of vestibular function, treatment ^ 
sbeptomycin alone rather than with a comm 
which includes dihydrosbeptomvcin is prefer^^ ^ 
Detection of the early vesbbular and 
pheabons of beatment with streptomycin 
effected best by audiometry and vestibiff 
and tlierefore such tests are carried out per. ^ 
during beatment and again six months • 
ment has been discontinued m our paticn 
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Summary 

Brucellosis of tlie bones and joints appears to be 
primarily a disease affectmg men engaged in occu¬ 
pations related to animal husbandry No single 
cntenon leads to the working diagnosis of brucel¬ 
losis of the bones or joints before serologic or 
cultural methods of diagnosis are used The pres¬ 
ence of any inflammatory disease of the bones, 
joints, or bursae should alert the physician to the 
possibility of brucellosis, particularly if the patient 
IS a fanner or meat handler Perhaps in no other 
orthopedic mfection is a careful occupational his- 
tor}' so important When cultural diagnosis is neces- 
sar)', tissue and not just fluid should be obtained 
Anemia, leukocytosis, or a high erythrocytic sedi¬ 
mentation rate occurred m a small percentage of 
the 36 patients encountered at the Mayo Clinic 
In tlie 22 pabents with culturally proved skeletal 
brucellosis tlie aggluhnabon titers of serum often 
Mere low or absent Brucella sms and Brucella 
abortus were the strains most commonly isolated 
from skeletal lesions 

For patients with brucellosis of the bones and 
joints aggressive surgical treatment is usually indi¬ 
cated Tile one excephon is pabents with brucellar 
spondylitis, which usually responds to rest and to 
use of braces or casts together witli combined 
tetracycline streptomycin therapy and which, in 
our expenence, has seldom required surgical mter- 
\enhon However, m one of the pabents with 
spondylitis studied, a large paravertebral abcess m 
the thoracic portion of tlie spinal column needed 
adequate drainage Joints and bursae respond well 
to excision of the synovial bssue and tlierapy with 
combinations of anbbiotics Brucellar osteomyelitis 
requires wide dramage, saucerizabon, and care to 
prevent secondary' pyogenic mfection Osteomyelihs 
IS the hardest of all the lesions to treat successfully 
Results of treatment with a combmabon of tetra- 
cj'chne and sbeptomycin were sabsfactoiy' in our 
cases 
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I NTERVERTEBRAL DISCS -The demolish ahon tint the posterior protrusion of 
intervertebral disc bssue xvas frequently responsible for low back and sciafac pain 
and the development of the disc operation w as the w ork of many persons The 
use of the cistern puncture, described b\ Dr J B Ayer and of lipiodol injecbons 
for X-ray locahzabon of constnction of the spinal canal, led to operahon for tlie re¬ 
moval of the constrichng tissue This yyas at first thought to be from a tumor but 
yyhen examined pathologically' it yy is found to be normal cartilage Howeyer the 
operahon relieved the back pain and so the operahon for ruptured and extruded 
inten'ertebral disc yyas accepted Drs W J Mcxter J J Michelsen of Neurosurgery, 
J S Barr and C B Larson of the Orthopedic Service J B Ayer of Neurology, 
C S Kubik as Neuropatliologist A O Hampton and L L Robbins of Radiology 
all collaborated in this work -\ W Taxon, The Massachusetts General Hospital 
1935-1955, Cambndge, Mass , Hinard Unncrsity Press 1959, page 220 
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Association of Salmonella-Caused 
Osteomyelitis and Siekle-Cell Disease 

Report of Three Cases 

Mercedes Vde de Torresrosa, Ph D . Reel B Depena. M D. Hector Hernandez, M D 

and Antonio Ortiz, M D , San Juan, P R 


O UR PURPOSE IS to report three cases of Sal¬ 
monella-caused osteomyelitis among persons 
With sickle-cell disease Two of the patients (cases 1 
and 2) were hospitalized in the San Juan City 
Hospital and the other (case 3) was treated at 
Fundacion de Investigaciones Cllnicas Results of 
tests for sickle-cell anemia were positive, and hemo¬ 
globin electrophoresis (fig 1 and 2) revealed the 
typical pattern of sickle-cell anemia The hemato¬ 
logical findings of the patients in cases 2 and 3 
were those of severe hemolytic anemia Our pa¬ 
tients were from 8 to 33 years of age 

Report of Cases 

One patient (case 1) had a well-compensated 
hemolytic process with moderate anemia (hemo¬ 
globin level of 11 Cm %) The number of reticulo¬ 
cytes was increased (8%), examination of bone 
marrow revealed erythroid hyperplasia and a low 
chromium-51 uptake in vitro of 52% The diagnosis 
of sickle-cell anemia was made aftei tlie isolation 
of Salmonella typhi from the bone lesion From a 
clinical standpoint, the patient had never suffered 
any crisis attributable to sickle-cell disease, nor 
had there been a previous history of typhoid fever 
Splenomegaly was present in an 8-year-old child 
(case 2), who developed a superimposed acquired 
hemolytic anemia, with strongly positive results 
of a direct and indirect Coombs test The patient 
was given prednisone (Meticorten), and his auto- 
antibodies disappeared The etiology of the com¬ 
plicating acquired hemolytic anemia was unknown, 
but it was thought to have been associated with 
several blood transfusions 

Bacteriological studies of the patients revealed 
Salmonella typhi bacteriophage E in case 1, Sal¬ 
monella st paul in case 2, and Salmonella typhi- 
murium in case 3 (table 1) Tlie results of cultures 
from the bone lesions were positive on more than 
one occasion Findings of blood cultures were 
negative Results of stool cultures of the patients 
in cases 1 and 2 were positive for the same organism 


The combination of osteomyelitis, Sal 
monella infection, and sickle-cell anemia 
was found in three patients aged 33,8, and 
19 years The infecting oigamsm was iden 
titled as Sal typhi, Sal st paid, and Sal 
typhimuriuni, respectively, in the tliree 
cases One patient had been treated with 
pemcillin for two years ivithout success 
It IS important both to identify the organ 
ism and to recogmze the nature of the 
anemia in cases of this sort, for open sup 
purating lesions that discharge Salmonella 
are dangerous to attendants and antihi 
otics are of no avail unless they arc 
adapted to the causative organism 


isolated from the purulent discharge (table 2) Feces 
cultures were not obtained from the patient m 
case 3 Bacteriological study of the feces of the 
immediate family of two of the patients (cases 1 
and 2) failed to reveal any carriers 


Comment 

Salmonella-caused osteomyelitis is a rare comph 
cation of Salmonella infections Murphy ' found an 
incidence of 0 82% of osteomyelitis among 18,8^^ 
patients with typhoid fever The figures for osteo¬ 
myelitis after paratyphi A,'paratyphi B, and odiof 
Salmonella-produced septicemias are also low ’ 0* 
2,000 cultures submitted to the New York Sa 
monella Center for study, only three were fro"’ 

bone lesions ^ 

By contrast, the association of Salmonella caiisw 
osteomyelitis with sickle-cell disease is frequen 
Vandipette and colleagues called attention to t e 
association of Salmonella-caused bone disease ^ 
sickle-cell anemia In Los Angeles County Rospi 
among 865 children with osteomyelitis only 
had Salmonella as the offending agent, and all thr 

0-2 
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had sickle cell anemia Roberts and co-workers “ 
reported four more cases and referred to the work 
of Han’ey, ho reported on 32 cases of Salmonella- 
caused bone mfection Although no special hemato¬ 
logical studies were performed it is mterestmg to 
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Fourth, the presence of thrombi causing the asepbo 
necrosis m bone that is sometimes found m sickle¬ 
cell disease,■* as well as the hyperplastic bone mar¬ 
row, may tend to favor the localization of Salmo¬ 
nella infections in such sites 
In our patients, Sal typhi and Sal st paul were 
isolated from the feces m cases 1 and 2, so tliat tlie 
portal of entry was evident In the tliird patient we 
were unable to perform such studies The patients 
m cases 2 and 3 had often suffered from crises of 
sickle-cell anemia with possible thrombotic phe¬ 
nomena involving the bones, indicating that this 
may be the mechanism responsible for the bone in¬ 
fection In the patient m case 1 no known crises had 
occurred and the association behveen Sal typhi and 
sickle-cell anemia is less obvious It is possible that 
the patient may have had mild crises in the past 
which had not been noticed 


Fig 1 (case 1) —Hemoglobin electrophoretic findings m 
patient mth osteom>eIitis caused by Sal tjphi, bacterio¬ 
phage type E] 

observe that 27 of these patients were Negroid 
Hughes and Carollobserved tliat among 130 
children with osteomyelitis only four cases were 
due to Salmonella and these four patients had con¬ 
comitant sickle-cell anemia Smith studied a pa¬ 
tient with both sickle-cell disease and thalassemia 
associated with Salmonella-caused bone disease 
Several theories have been proposed to explain 
the association betsveen Salmonella-caused osteo¬ 
myelitis and sickle cell disease ^ First, lowered 
resistance to mfection may be related to the accom¬ 
panying anemia and autosplenectomy often found 
in patients with sickle-cell anemia Second, transient 
bacteremia may be a feature of Salmonella enteric 

X -—-- 
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y>e 2 (case 2—Hemoglobin electrophoretic findings in 
lent (case 2) with osteom) elitis caused by Sal st paul 

disease There is i tendency of the organisms (espe 
, “"'Ih Sal typhi and Sal tjphimunuin) to remain 
ormant m bone marrow' and in other sites after 
"c occurrence of clinical Salmonella-produced 
septicemia Third, in sickle-cell disease, thrombosis 
° o>e aessels of the intestinal wall may predispose 
spread of Salmonella from the intestines 




Table 1 —Clinical and Hematological Findings in Patients 
with StcUe-Cell Anemia Associated with 
Salmonella-caused Osteomyelitis’ 
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' Results ol tests for sickle cell nnemln and fln>llDi,s from hemottloliln 
eleetrojilioresls were both po'lthe 


Table 2—Bacteriological Findings in Patients with 
Salmonella-caused Osteomyelitis Associated 
with Sickle-Cell Anemia" 
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feal typhi bac 

Sal t>phi bac 

Negative 
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type Li 

type £i 
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Negativ e 

bol typhi 



inurluin 



No history of balmonellu caused « 
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Sickle-cell and electrophoretic studies should be 
performed in patients w'ltli Salmonella-caused bone 
infection, and a thorough search for Salmonella 
organisms should be earned out in patients wath 
purulent bone discharge who suffer from sickle-cell 
anemia Such studies are of great importance from 
the therapeutic point of \iew' (one of our patients 
had been treated w’lth penicillin for tw o vears w'lth- 
out success) From the standpoint of public health, 
such patients are open earners of Salmonella or¬ 
ganisms and represent an ob\aoiis nsk 

Summary and Conclusions 

Three patients had Salmonella-cnised osteo- 
my'elihs associated with sickle-cell anemia The 
organisms found were Salmonella st paul, Sal- 
monelh tvphimunum, and Salmonella Ivphi bac- 
tenoph ige U-pe E, From our results, it is suggested 
th it electrophoretic studies and tests for sickle-cell 
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anemia should be performed in patients with 
Salmonella-caused osteomyelitis and a search for 
Salmonella organisms be conducted in patients 
wnth sickle-cell anemia There is a danger of spread 
of Salmonella infections from patients with open 
suppurative lesions 

Tlie Salmonella t>'pmgs m this study were performed at 
Chamblce, Ga at the U S Commumeable Disease Center 
Paper hemoglobin electrophoresis was performed m a 
honzontal tOTic of equipment witli barbital (Veronal) buffer 
of pH 8 6, ionic strengtli 0 05 

Drs Ramon Suarez and Roberto Buso permitted per¬ 
formance of laboratory tests and supplied the clinical data 
on case 3 
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Report of a Case 
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of tins attack /'™fl^,_tuated beUveen 8 and 
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A patient w.fh s.ckle-cell disease under¬ 
went cholecystectomy which J 

a hypotensive episode and renal failure 
,ng the period of P^° 9 ressively mcreamg 
azotemia, abnormally low arterial blood pH 
(metabolic acidosis) was associated w ^ 
coma, convulsions, and focal ^' 9 ns °f centra' 
nervous in/ury These neurological signs re 
ceded when the acidemia was corrected, 
even though the azotemia continued to 
crease, central nervous in,ury was believe 

Z be caused by sickle-cell crisis and not by 

uremic toxicity The “^^rt/on of 

ure and uremia included the °dd,t/on 

amounts of 

nreosuremonl ond 

pH ond x™? P” from r»») 

first reported instance „ j^gose 

failure m a patient with sickle cell 


9t 



Vo! 174, No 4 


ACUTE RENAL FAILURE-SALISBURY 


357 


(severe pain in joints, chest, and head) when vis¬ 
iting a resort at 6,000 ft elevation, but without 
known permanent sequelae Her intense, lifelong 
jaundice was heheved to be due to the continued 
hemolysis associated with her blood dyscrasia She 
was able to perform the regular duties of a charge 
nurse at a local general hospital 
Several months before the present episode she 
noted increasing weakness, her jaundice became 
more intense, her stool became clay-colored, and 
nausea and vomiting supervened Cholelithiasis 
w'as discovered by roentgenography, and it was 
assumed that a small stone in the common duct 
had caused obstruction The blood urea mtrogen 
level was 8 mg%, and her urine did not contain 
protein, glucose, or abnormal sediment Chole- 
cvstectomy was performed, hei common bile duct 


ited focal signs (stiff neck and unilateral positive 
Babmskis sign) which suggested a cerebrovascular 
accident These abnormalities of the central nerv¬ 
ous system coincided with severe metabolic aci¬ 
dosis and disappeared when acidosis was controlled 
but when the azotemia was still mounting The 
patient’s unne volume gradually increased after 
the fifth postoperative day, her azotemia started 
to recede after a maximum blood urea nitrogen 
level of 240 mg% was reached on the tenth post¬ 
operative day On her 20th postoperative day blood 
urea nitrogen level had fallen to 20 mg %, she was 
fully rabonal and oriented, and vital funcbons and 
signs were normal 

Six months later the blood urea nitrogen level 
was 12 mg %, the urme specific gravity was 1 010, 
and her blood hemoglobin level was 8 2 Gm % At 
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* Also focal signs to 16th postopcrntl\ c da> 


was explored and found patent Several black, 
past)', amorphous pigment calculi were found in 
the excised gallbladder The liver did not appear 
to be of abnormal color or texture when it was 
observed during the laparotomy One day after 
the operabon severe shock and tachycardia super¬ 
vened, without apparent cause This comphcabon 
persisted for about six hours but was eventually 
controlled with admmisbation of 6 units of blood, 
pressor agents, and 150 mg of hydrocorbsone (see 
table) Acute renal failure, manifested by ohgurn 
and progressively increasing uremia, then appeared 
On the seventh postoperabve day she was bans- 
ferred to the Intensive Treatment Center of St 
Joseph Hospital, because the attending physician 
believed that her chances would be better in an 
■nstitution where experience with the artificial 
Sidney procedure and with its numerous special 
Rionitonng devices was available During tlie 
'^'ghth, ninth, and tenth postoperabve days she 
"ns deeply comatose, had conwilsions, and exhib- 


that time she returned to her regular work is a 
charge nurse and has been working ever since 
Thirteen months after the operation the hemato¬ 
crit readmg was 19%, and the hemoglobin lei-el 
was 7 9 Gm %, a casual urine specimen was pro¬ 
tein free, and the unnary^ sediment was normal 
Blood urea nibogen level v'as 11 mg%, serum 
creabnine level was 0 8 mg%, blood osmolalitv 
was 285 milhosmoles (mOsm )/l, unne osmolality 
was 368 mOsm /I, urine creatmine level was 
60 mg %, unne sodium level was 3 7 mEq /I, and 
unne potassium level was 121 mEq /I 
During the penod of renal failure she received 
a high caloric intake (conbnuous infusion mto tlie 
infenor xena cava of 200 to 400 Gm of glucose 
even- 24 hours) with 1 unit of regular insulin 
added for everx' 5 Gm of glucose and with further 
addibons of calcium gluconate and xitamins to 
the inbaxenous solubon The dailv xxater intake 
was regulated wadi use of appropnate glucose solu- 
bons ringing from 5% to 507r glucose in vater 
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SodiuiTi chloride and potassium chloride were added 
to the infusion or given by mouth as indicated by 
low serum levels or by urinary loss The true ar¬ 
terial blood pH was measured repeatedly during 
the period of acidosis, and concentrated sodium 
bicarbonate solution was given through the per¬ 
manently installed plastic catheter when indicated 
by the low blood pH She also received large doses 
of hvdrocoitisone sodium succinate (Solu-Cortef) 

Comment 

Sun'ival of this patient was attributed to a modi¬ 
fication of the standard management of acute renal 
failure frequent measurement of the true arterial 
blood pH, its appiopnate modification with intra¬ 
venous sodium bicarbonate, and the administration 
of large amounts of hydrocortisone The standard 
management of renal failure has been described 
m many recent publications" but has not been 
mentioned m the review papeis which deal with 
sickle-cell anemia and its complications ^ 

In the case described here severe focal signs of 
central ner\'ous origin were not typical of tlie 
uremic state but coincided with abnormally low 
blood pH and receded when the arterial blood pH 
was restored to normal, even though the azotemia 
had not yet started to decrease For this reason 
the severe central nervous involvement was at¬ 
tributed to sickle-cell crisis rather than uremia 
That a low blood pH can tiiggei sickle-cell crises 
has only been postulated before as a result of in 
vitro studies,’’' but it is documented here with 
blood pH measurements The experience reported 
here draws attention to the need for arterial blood 
pH measurements during a sickle-cell crisis and 
for prompt correction of acidosis 

Although the use of ACTH and of cortisone has 
been recommended in sickle-cell crises,' this mo- 
dahty has not been widely used In tire present 
case corticosteroids were given because of their 
well-known tendency to suppress hemolytic phe¬ 
nomena and because of their beneficial chnical 
effect m acute uremia * Although the generally 
accepted indications for hemodialysis were pres- 
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ent in this case after the fifth postoperative day 
this modality of treatment was not used because 
of the rapidly increasing urine volume and be¬ 
cause of the effective control of uremic signs and 
symptoms by other means The patient’s ladnets 
regained a considerable concentrating abilih' 13 
months after the operation 

Summary 

A patient with sickle-cell disease developed acute 
renal failure and acidemia following major ab 
dominal surgery, shock, and transfusion Kecovei}’ 
was effected by a regime which included the 
standard management of acute renal failure modi 
fied by the addition of corticosteroids, frequent 
measurements of the arterial blood pH, and appro¬ 
priate correction of acidemia Renal function was 
substantially restored, and the patient returned to 
a useful life 

501 S Buena Vista St 
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ACUTE RENAL FAILURE—SALISBURY 


T he eccentric CHAKLES WATERTON -After hu, wife died he never 
went to bed for flinty years, but slept on the toor with a wooden pillow He 
got up not surpnsmgly at 3 30 a n, He was a teetotaller and was m 
the habit of weainig old and ddap,dated clothes On one pension ^ 

neighbouring colonel and was shoivn into the servants hall by mistahe He made 
p etice of bleeding himself frequently and profusely On another ~ h'^ 

of Anaesthesia, Edinburgh, E & S Livingstone Ltd. 
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Monilial Cystitis—Effective Treatment 
with Instillations of Amphotericin B 

Howard J Goldman, MD,M L Littman, M D , Gordon D Oppenheimer, M D , 
and Stanley I Glickman, M D , Neiv York 


T he various species of Candida are frequent 
commensals m numerous parts of the human 
body and may at times become patliogenic Uri¬ 
nary-tract monihasis is an entity which has not been 
described in urological textbooks but wluch has 
been reported with increasmg frequency over the 
past 10 years, usually occurring consequent to anti¬ 
biotic therapy Treatment directed against the 
monilial mvaders has been generally unsuccessful 
This report concerns two cases of monilial cystitis 
which responded dramatically to instillations of 
amphotericin B (Fungizone) 


Report of Cases 


Case 1 —A 59-year-old diabetic male entered Mt 
Sinai Hospital for the second time Apnl 8, 1958, 
With complaints of frequent urination, dysuria, and 
noctuna The patients urmary symptoms dated 
back about 25 years, at which time he began to ex- 
penence numerous attacks of severe left-flank pain 
occumng about every two or three years Numer¬ 
ous v-rays and cystoscopic examinations failed to 
disclose any abnormality The patient passed no 
calcub, but on one occasion he passed a flesh- 
hke piece of tissue per urethram He had been a 
Inowm diabehc since 1950, and the disease was well 
controlled on 20 units of protamine zinc msulm 
daily 

His first hospital admission was in November, 
9 o 6, for severe left-flank pain An excretory pyelo- 
gram revealed a normal nght urinary tract wth no 
evidence of function on the left side A left retro¬ 
grade pyelogram revealed marked deformity of all 
le left renal calyces, ivith blunting and oblitera- 
•on of virtually all of the calyceal cupping There 
" irregularly contoured fiUing defects occupy¬ 
ing tlie pelvis, mfundibula, and calyces of the lower 
tile left kidney Some of the fillmg defects 
ended to the region of the left uretero-pelvic 

luncbon, but no filling defects were xusible m the 
ureter ® 


^ Exammation of the bladder was entirely negative 
Pt tor tile presence of some necrotic debns, 

Uospita]^^^ urology nnd microbiology the Mount Sinai 
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\ork section of the Amencnn Urolopcal Asso 


Unnary-fracf moniliasis consequent to 
broad spectrum antibiotic therapy has been 
occurring with increasing frequency Two 
cases of chronic monilial cystitis, confirmed 
by fungus colony counts, were treated with 
bladder instillations of amphotericin B with 
dramatic clinical response Fifteen milligrams 
of amphotericin B was instilled into the blad¬ 
der once daily Clinical improvement occurred 
offer a few instillations The diagnosis must 
be confirmed by serial dilution cultures, as 
most ordinary positive cultures will be due to 
contaminant growth The presence of over 
1,000 fungus colonies per milliliter of urine 
indicates significant clinical infection This 
entity is not common but should be con 
sidered in all cases of obscure urinary tract 
infection that are unresponsive to usual 
therapy 


which was removed and reported by the patliol- 
ogist as bemg leukoplakial fragments Urine cul¬ 
tures for pyogemc bactena and acid-fast bacilli 
were negative 

The patient underwent a left renal exploration 
on Dec 4, 1956, with a preoperative diagnosis of 
leukoplakia or tumor of the renal pelvis There 
was evidence of old permephntis produemg ad¬ 
herence of tlie kidney to surroundmg structures and 
a left nephrectomy xvas performed The patient had 
a bemgn postoperative course 

Exammabon of the specimen revealed ‘chronic 
pyelonephnbs, ^vlth areas of acute inflammahon 
and abscess formation as well as marked squamous 
metaplasia with cornification of the pelvic and 
ureteral mucosa ’ 


-- jLu montiis later 

was for complaints of severe dysuna, frequenc%’ 
noctuna, and cloudj unne He could not remem¬ 
ber exactly how soon these s>'mptoms began after 
his discharge from die hospital but they Ld been 
present for over a xear Two unne cultiires dunng 
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tiiat period of hme revealed only “nonpathogenic 
Liandiaa His diabetes bad continued to be well- 
controlled on 20 units of protamine zinc insulin nei 
day ^ 

P^Wsical e\amination was noncontributory 
Unnalysi5 revealed 12 to 14 wliite blood cells per 
lugh-power field Tin oat culture revealed Candida 
albicans Stool cultures weie negative for fungi 

Cystoscopy was perfonned under sodium pento- 
tbal anesthesia A liazj'^ unne was present in the 
bladder and was cultured for all patliogens includ¬ 
ing fungi The bladder mucosa was diffusely in¬ 
flamed On tlie mid-postenor bladder wall, just to 
die left of the midline, was a 1 cm patch of white 
exudate Biopsies were taken of this exudate and 
the underlying bladder wall The left ureteral stump 
was cathetenzed and showed no retention Injection 
of the stump with opaque medium showed no ab¬ 
normality 

The material obtained by bladder biopsy was 
smeared on a slide and on examination levealed 
numerous yeast forms Examination of the mem¬ 
brane and underlying mucosa with special stains 
for fungi xvas negative Unne culture, using tlie 
plate-dilution method, rex'ealed one million colonies 
of Candida albicans per cubic cenfameter of urme 

The patient xvas placed on daily bladder instilla¬ 
tions of amphotericm B earned out m tlie following 
manner 15 mg of amphotencin B was dissolved 
in 100 cc of sterile xx^ater and injected mto the 
bladder xua a uretliral catheter after the bladder 
had been completely emptied The catlieter xvas re¬ 
moved and the patient instructed not to void for as 
long a time as possible The procedure xvas re¬ 
peated each day for 11 consecutive days, tlie pa¬ 
tient retammg the medicament for an average of 
one hour after each mstillation No local or sys¬ 
temic reaction xvas noted folloxving this procedure 
The patient xvas also given an alkalinizing mixture 
every four hours durmg tlie course of therapy, 
since an alkaline urine is believed to inhibit mo- 
nilial groxvth 

After three days of therapy the patient’s urgency, 
frequency, and dysuria were markedly decreased 
A serial dilution culture taken after five days of 
tlierapy revealed not a single fungus colony, but 
many gram-negative rods were present At die 
termmation of the course of treatment all urinarj^ 
symptoms had disappeared He was voiding only 
three times a day and had no noctuna The urine 
xvas perfectly clear A culture at this time revealed 
a species of Proteus which xvas very sensitive to 
nitrofurantoin The patient was discharged and 
advised to take this medicament for 10 days 

When seen five months later, he xvas completely 
asymptomatic He voided only three times a day 
and had no nocturia The unne was both grossly 

and microscopicaUy clear j ^ 

Sections of the left kidney removed one and a 
half years previously xvere studied wth special 
fungus stams but no yeast forms could be demon¬ 
strated 
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Case 2-A 59-year-old male entered Mt Simi 
Hospital for the first tune on April 9, 1959 unt), 
complamts of blood m his urine For two years 
prior to admission he had noted diminution m sizr 
and force of his urinary stream, increasing hesitan 
cy, dnbbhng, and noctuna He had noted gross 
total, pamless hematuna for the five days pnor ti 
admission, xvith the passage of small clots A sinn 
icir episode one year previously had cleared spon 
taneously His history othenvise xvas entirely nega 
tive There xvas no history of diabetes TJie enhri 
physical examination showed negatix^e results, ex 
cept for moderate enlargement of the prokati 
found on lectal examination Routme laboraton 
tests xvere normal, including a sterile unne culture 
Cystoscopy revealed 120 cc of residual unne, mod 
erate trabeculation of the bladder, and mtravesica 
prostahe intrusion The patient undenvent a one 
stage suprapubic prostatectomy, xx^hich xvas fol 
loxved by a relatively benign postoperative cours( 
except for a minor episode of pneumombs 10 daj! 
folloxving tlie procedure This xx^as treated xntl 
penicillm and chloramphenicol When tlie patieni 
xvas discharged from tlie hospital, 3 Gm of sulfi 
soxazole per day were presenbed At tins hme lif 
xvas voidmg xx'^ell, with no complamts The patieni 
xvas seen three xveeks later complaining of severe 
urgency, increased unnary frequency, noctuna 
and dysuna These symptoms persisted for the 
ensumg five months despite courses of oral nitro¬ 
furantoin, urethral suppositones of the same 
medicabon, and mild silver protein (ArgxTol) 
bladder irrigataons A no 22 F sound xvas passed 
mto the bladder xvith ease Txvo urme cultures xvere 
negative except for the presence of fungi 
Tlie pahent xvas readmitted to the hospital in 
October, 1959, at xvhich tune a urine specimen m 
catheter revealed 166,000 colonies of Candida al 
bicans per cubic cenbmeter of urine Daily bladder 
mstiUabons of 15 mg of amphotencin B dissolved 
in 400 cc of sterile water xvere started, and the 
pabent xetamed the medicament as long as he xvas 
able—usually about 20 minutes This procedure xx'as 
conbnued for eight days 
The specimen of unne obtained after the first 
day of therapy xvas meubated madvertenth 
overnight before a dilubon colony count xvas 
performed, and it revealed 2,800,000 colonies e 
Candida albicans per cubic centimeter of urine 
FoUowmg the second instillation, daily unne spec) 
mens obtained by catheterization before the medi 
cabon xvas msblled xvere enbrely negative tor 
Candida as xvell as bacteria 
The pabent began to improve symptomatica 
after tliree to four treatments On discharge tro 
tlie hospital, he xxms voiding 2 to 3 bmes a mS 
in contrast xxuth 15 to 20 times before therapy 
When seen one month later, he had no ) 

and was voidmg only four f ^ of 

tures taken at that bme revealed the presence 

neither fungi nor bacteria 
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Comment 

Candida infections have been increasing rapidly 
' over the past 10 years This organism is present m 
10 to 20% of the population as a commensal in the 
pharyn\, colon, vagma, and skin ' It has been cul¬ 
tured from the lungs in 15% of routine autopsies ® 
Twenty-five per cent of pregnant females have been 
found to have monihal vaginitis ^ 

Candida is found most commonly as a pathogen 
in the oropharynx, vagma, anorectum, skin, and 
fingernails, while rare cases of endocarditis, menin¬ 
gitis, and generalized septicemia have been re¬ 
ported recently 

Previously it had been thought that albicans xvere 
the onlv pathogen among the Candida group, but 
numerous reports suggest the pathogenicity of oth¬ 
er species of Candida It is now believed that all of 
the species of Candida can cause clinical mfection, 
and mixed cases of candidiasis have been found 
The first report of monihal mfection of the uri¬ 
nary tract was by Rafin m 1910 Other authors re¬ 
ported an occasional case, but not until Moulders 
reported a case in 1946 xvas the clinical entity xvell 
described or documented ■* A total of 30 odd cases 
have been reported, the great majority^ appeanng 
in the foreign literature" 

Clinically, the disease entity presents itself in 
two forms It may occur as an acute complication 
secondary to antibiobc therapy for an unrelated 
disease This may be a vanant of the acute fatal 
mondial septicemia secondary to antibiotic therapy 
which has been reported The urinary tract in these 
cases bears the brunt of the momlial overgrowth 
In a patient with monihal septicemia who survived, 
only Candida albicans could be cultured repeatedly 
from the urine ■' In acute cases of monihal pyelone¬ 
phritis with one or both kidneys involved, the pa¬ 
tient may follow a fatal course very rapidly One 
report concerns a 56-year-old female who was 
treated with sulfonamides and chloramphemcol for 
an upper respiratory mfection She suddenly be¬ 
came ohgunc, her blood urea nitrogen rose to 300 
aig%, and she died Urine cultures revealed Can¬ 
dida, vv'hile her blood cultures were negative 
Postmortem examination revealed that both ladney 
pelves were filled completely with yellow-gray pu¬ 
rulent matenal vv'hich proved to be myceha and 
spores of Candida albicans and Candida krusei 
Death was attributed to blockage of both ureters by 
the fungus growth ® A similar situation was reported 
>n a post-partum death due to Candida septicemia 
rn which occlusion of one upper ureter w'lth fungal 
growth was noted '' A case of an 18-montli-old male 
I'lth a Candida pvonephrosis occurrmg secondary' 

; ° untibiotic tlieiapy is reported m wluch nephrec- 
tomy resulted m a cure ® 

Tile majority of urinary-tract moniliasis, however, 
juesents as an ordmarv' chronic tv'pe of unnarv'- 
^ct infection with no obv-ious cause The vast 
rif chrome cases appear to inv'olv'e onlv' the 
aouer The upper unnarv' tract appears normal 


on intravenous pyelography, and cultures obtained 
by ureteral catheterization are negativ'e for Can¬ 
dida 

As might be ex-pected, females are mvolved more 
commonly than males, the ratio being about four 
to one m the cases reported The symptoms are 
those of ordinary cystitis—urgency', frequency, and 
dysuria witli a rare case presenting xv'ith renal cohe 
Two cases were reported presenting as acute hem¬ 
orrhagic cystitis 

All of the cases previously reported were chronic 
m nature and resistant to therapy A typical thrush- 
Iike membrane has been observed on cy'stoscopy, as 
m our first case, consisting of soft, pearly white, 
slightly elevated patches that resemble deposits of 
coagulated milk These adhere firmly so that the 
mucosa bleeds when they are removed ■* The ure¬ 
teral orifices have been desenbed as red, edema¬ 
tous, and gaping m one case, resembimg the 
changes induced by tuberculous mfection ® 

In general, therapy for monihal cystitis has been 
unsuccessful Frequently symptoms have decreased 
only to recur m a few months Therapy has mclud- 
ed instillation of silver nitrate, gentian violet, bnl- 
hant green, intravenously admmistered potassium 
iodide, and alkalmizabon of tlie urine The latter 
appears to decrease the symptoms markedly at 
times and makes the discovery of the myceha m tlie 
urine much more diflScult With cessation of alka- 
hnization, or at times m spite of it, both sy'mptoms 
and organisms rapidly return In chronic cases it 
has been observed on numerous occasions that sul¬ 
fonamides and/or wide-spectrum antibiotics can 
cause a marked increase m the severity of the 
symptoms Mondial infections of the kidney have 
been cured only by nephrectomy 

In case 1, one wonders whether the original 
disease in the kidney that had been removed vv'as 
due to Candida Special fungus stams used on 
some of the ongmal unstained slides faded to reveal 
the presence of any fungi At the same time, how¬ 
ever, the bladder biopsy of the thrush-hke mem¬ 
brane and underlying mucosa also faded to demon¬ 
strate any fungi by microscopic study Yet this 
specimen spread on a slide revealed numerous yeast 
cells, and one million colonies were present m each 
cubic centimeter of urme It is obxnous tliat Candi¬ 
da mfection may be superficial and mav necessitate 
fresh smears and cultures rather than histological 
exammation for its identificabon 

Clmical Application 

After the successful clmical response of case 1, 
an attempt xvas made to ascertain tlie relative mci- 
dence of mondial c}'stitis m the follovv-ing three 
wax's 1 As manv mine cultmres as possible tliat 
had been reported as showing “moniha’ bv the 
routme bactenologv laboratorj' were further stud¬ 
ied b> tlie plate-ddubon method and all xvere 
found to be m the contammant range (below 1 000 
colomes per cubic centimeter of urme) 2 The Vag¬ 
initis Clinic cooperated m cidtunng specimens of 
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urme from all patients witli monilial vagimtis who 
had urological symptoms All specimens tested 
were negative for Candida species 3 A careful 
microscopic examination of centrifuged urmary 
sediments for monilia was performed m an esti¬ 
mated 200 cases of cj'^stitis over a one-year period, 
with only one positive specimen being found (Tins 
was m a 65-year-old female with chronic urinary 
complaints who had repeated negative cultures for 
pyogenic bacteria However, 5,000 Candida colonies 
per cubic centimeter of urine were found after the 
veast forms had been identified m the sediment 
Tlie patient refused therapy) This substantiates 
a recent study in wliicli 1,500 specimens of urine 
were routinely cultured by the plate-dilution meth¬ 
od for fungus, positive results being obtained in 
only 15 cases, 6 of these being Candida It was 
concluded that a plate count of over 1,000 Candida 
colonies per cubic cenhmeter of urine was signifi¬ 
cant, the contaminant counts falling far below this 
range Specimens of urine from their patients with 
clinical infections fell into the range of 8,000 to 37 
million colonies per cubic centimeter 

We behei'e, therefore, that before specific anti¬ 
fungal tlierapy is instituted, a fungus-colony count 
should be performed to confirm the presence of 
fungus infection and to rule out common contami¬ 
nants When this is not technically feasible, how- 
ei^er, and only Candida appear on repeated cultures, 
a tberapeuhc trial of amphotericin B instillation 
would be 3 ustified 

Amphotericin B is an antifungal antibiotic iso¬ 
lated m 1955 ^Vhen given intravenously it has been 
found effective in the treatment of disseminated 
mycoses To our knowledge it has never been used 
previously in bladder instillation 

It IS a more potent antifungal agent than nystat¬ 
in and IS easily dissolved, which makes it ideal for 
bladder instillation The dosage of 15 mg of am¬ 
photericin B dissolved in 100 cc of water was ar¬ 
bitrarily chosen for case 1 In case 2 15 mg of the 
antifungal agent was dissolved m 400 cc of water 
The bladder was repeatedly irrigated with the so¬ 
lution after which the patient retamed 3 oz of the 
medicament as long as possible No initation or 
discomfort Avas noted by either patient on this 
regimen 

Tlierapy for candidiasis of the kidney presents a 
much more formidable problem—the administra¬ 
tion of amphotericin B intravenously is far from an 
innocuous procedure, since side-effects include azo¬ 
temia Tlie percentage of antibiotic excieted by the 
kidney is at present not known Intramuscular ny¬ 
statin is very pamful, and in a high percentage of 
cases abscesses occur at the site of injection Oral 
nvstatin is not absorbed from the gastrointestinal 
tract in sufficient quantity to produce therapeutic 
blood 16vels Further work regarding therapy ot 
renal moniliasis is indicated 
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Summary 

Bladder instillations of amphotencm B (Funei. 
zone) provided effective therapy m tivo cases of 
chronic monihal cystitis 

Unnary momhasis is not a common entity, but it 
will probably increase secondary to widespread 
antibiohc usage and should be considered m all 
cases of obscure urinary-tract infection unrespon 
sive to usual therapy 

Tlie diagnosis of momlial cystitis should be con 
firmed by a fungus-colony plate count rather than 
the ordinary culture to rule out the more commonlv 
reported fungus contaminants 

45 East 85 St (28) (Dr Goldman) 
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Clinical Management of Leukoplakia 
of the Renal Pelvis 

Hastoiy of the Disease and 
Report of Thiee Cases 

F Brantley Scott, M D , and Albert M Thomas, M D , Houston, Texas 


1 EUK0PLAKIA of the renal pelvis can and 
j should he diagnosed clinically Approximately 
105 cases have heen reported m tlie available htera- 
ture smce it was first described by Ebstem (Eb¬ 
stein, W Zur Lelire von den chronischen Katar- 
rhen der Schleimhaut der Harnwege und der 
Cystenbildung m derselben, Deutsches Arch klin 
Med 31 63-77, 1882) Yet in only sl\ was the diag¬ 
nosis made preoperatively * We have reported 
three addibonal cases m which a clmical diag¬ 
nosis was made prior to surgery Two other simi¬ 
lar cases have been seen but have not been proved, 
and they are not being mcluded m this report 
Leukoplakia of the renal pelvis represents a meta¬ 
plasia from normal transitional epithehum into a 
stratified squamous keratinizmg epithehum which, 
microscopically, resembles skin Only leukoplakia 
and squamous cell carcinoma produce keratm and 
keratinized epithehum in the urine 
The etiology of leukoplakia is unknowm It may 
be a metaplastic response to an environment of 
chronic irritation, since only one case has been 
reported to be without pyuria and bacteriuria Rats 
deprived of vitamm A develop leukoplakia of the 
urmary tract,° and it has been further shown that 
such rats readily develop pyelonephritis That vita- 
mm A may be important in human beings is sup¬ 
ported by two cases, both in infants, in which vita¬ 
min deficiency was a coincidental problem ^ Yet 
vitamm A is of no apparent value m treatment The 
theory that leukoplakia may result from misplaced 
embryonal rests of the pnmitive ectoderm seems 
unlikely when one appreciates the metaplastic po¬ 
tential of unnary epitliehum mto squamous, cu- 
boidal, columnar, glandular, or anaplastic growths * 
Diagnosis depends upon historj’', suspicious findmgs 
on pyelographic examination, and cell block studies 
of the unne 


Utad before the South Central Section Amcncan Urological Asso- 
On Den\er Colorado September 1959 

m Urolog> (Dr Scott) and AiSistant Professor of UroloR> 
' ^ Thomas) Ba>lor Uni\ersit> College of Medicine 


Leukoplakia of the renal pelvis can be 
diagnosed preoperatively Yet in only six of 
the reported cases has the diagnosis been 
made before surgery This lesion is pre 
malignant, and the treatment in the uni 
lateral case is nephrectomy All three of the 
cases here reported were diagnosed before 
surgery by means of the history, suspicious 
findings of pyelographic examination, and 
cell block studies of the urine The most 
dramatic symptom may be flank pain as¬ 
sociated with the passage of "sheets" from 
the shedding lesion Pyelograms typically 
show linear striations or mottling which 
should arouse suspicion The presence of 
keratin or keratinized squamous cells in the 
urine cell block study is pathognomonic The 
treatment of unilateral leukoplakia of the 
renal pelvis in these cases was nephrectomy 
This was curative, as shown when the three 
patients were reexamined four to five years 
later 


History 

The histor>' of leukoplakia of the renal pelvis 
reveals sjTnptoms related to chronic unnarj' infec¬ 
tion The most dramatic sxmptom may be flank 
pam, which vanes from a dull vague achmg, to 
tyqrical recurrent cohckx^ pain associated witli pas¬ 
sage of bny parbcles, to sheets of wet onion skin ’ 
This IS due to a penodic skm-hke sheddmg process 
Pyelograms are not diagnosbe but txqncally show 
faint, Imear striabons or motthng wdiich may be 
more disbnct on excretorx^ than on retrograde 
urograms Leukoplakua is resistant to stretching 
and wTinkles when the pehns is not distended 
Similar pxelograms may be seen m tuberculosis 
pvogenic pxelonephnbs, pvehbs and ureteritis 
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cvstica, neoplasm, papillaiy neciosis, and blood 
clots 

Positive diagnosis aftei suspicions aie aroused is 
made by cell block studies of the urmaiT sediment 
Laigei ureteial specimens are bettei than those of 



Fig 1 -P>elogiam showing linear striations of renal pelvis 
most marked in infundibulum of upper ealyx 


only a few cubic centimeters Paraffin sections are 
made and stained with hematoxylin and eosm 
Pananicolaou stains are not lecommended One 
slmuld request a search for keratin by the patholo- 

®'Th.s les.on ot leukcpbkw .s 

nrecuisor to squamous cell carcinoma As stated 

bv Pohtano '' the incidence of squamous cell care 

then nephrectomy is not feasible ACTH 

men nc^ dramatic response to AOIH 

Biemen " P J ^ ^ leukoplakia Abeshouse and 
m a case ot biiater ^^tient by segmental 

Tankm’ report erne ,i,ted to 

lesection “'j “ J successfully treated cases 
an upper calyx an y ,, literature, 

have not had ^ of cases diagnosed 

nor has there e ‘ McDonaldreported 23 
but not treated Utz c of the renal 

patients with ^ leukoplakia Kutz- 

£;t^1o;n^eI^-fr““ ” 

leukoplakia of the renal pelvis 


Report of Cases 

Case 1 —A 31-year-old woman complained of 
dull pain m her right flank and along the course ot 
her right ureter for the previous eight years 
Pyelographic examination revealed a “moth eaten” 
appearance of the renal pelvis and linear folds 
present in the upper calyx (fig 1) Urine collected 
from the right kidney contamed pus cells, hactena, 
and keratin squames (fig 2) With a preoperatne 
diagnosis of leukoplakia of the right renal pelvis, a 
nephro-ureterectomy was performed m July, 1954 
Leukoplakia of the renal pelvis and ureter was 
found on the gross specimen (fig 3) and was con 
firmed microscopically (fig 4) Five-year followup 
studies reveal no recurrence 

Case 2 —A 36-year-old woman complained of 
recuiTcnt episodes of dull cramping pain in her 
right flank for the past 17 years She noted relict 
of the pain on passing a material m the urine which 
she described as havmg the appearance of wet 
onion skin ” 
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pelvis and ureter, and a nephro-ureterectomy was 
performed m May, 1956 Leukoplakia of the renal 
pelws and ureter was found on the gross specimen 
and was confirmed microscopically Four-year fol¬ 
low-up studies reveal no recurrence 
Case 3—A 42-year-old man had a historj' of 
intermittent colicky right flank pain for three years 
Cystoscopic examination revealed a piece of white 
material and a stone lying free in the bladder 
Retrograde pyelography revealed an irregular de¬ 
fect in the nght renal pelvis The white material 
was keratin on cell block Preoperative diagnosis 
vas leukoplakia of the right renal pelvis, witli pos¬ 
sible progression to squamous cell carcinoma 



Fig 3—Photograph of opened kjdne>, showing while 
leukoplakia eoienng most of the renal pehis 


Nephro ureterectomy, in March, 1956, revealed 
onlv leukoplakia of the renal pelvis The pabent 
has remained well four years later 

Summary 

Only sLx times in the literature has a clinical 
“•agnosis of leukoplakna of the renal pelvis been 


made We have presented three more proved cases, 
all pahents have remained well four to five years 
later Diagnosis depends upon history, suspicious 
findmgs of pyelographic examination, and cell 
blocks with parafifin sections prepared from the 



urinar>- sediment Math demonstration of keratin 
Treatment nephrectomv in tlie unilateral case is 
recommended because it mav save the pabent 
from a squamous cell caremoma, m w Inch the five- 
vear surxnval is less tlian 2% of tlie cases reported 
in the literature * M^e suggest that the condibon is 
probablv much more common than tile literature 
xxould indicate 

938 Hermann Professional Bldg (25) (Dr Tliomas) 

Dr Ras Morgan permitted tlie use of tlie information in 
case 3 

^1’lesions, and photomicrographs 
of slides base been prepared from all tlirec cases but m the 
interest of bre\at> onl\ those of case 1 are showai 
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Rarity of Hepatic Metastases in 
Cirrhosis — A Misconception 

R Fzsher, M D , Harold R Hells,ro,„. M V . a„d Bernard F.sl.er. M V. Putsbnrgh 


TT IS GENERALLY held that the liver of patients 

1 with nutntional or Laennec’s cyrhosis repiesents 
unfavorable site for the development of meta¬ 
static caicinoma Indeed, Lieber ' 

19 examples recoided m the literature up to 1957 to 
which he added 6 additional cases More lecently 
Chomet and associates' have reported ^ 
patients with extrahepatic caremom^a heP^^ 

the errhone hve. II ap- 

for the development of ® 1,0 ,ndicaled 

pears noteworthy, carcinoma in 

that the occurrence of Although 


An analysis of 2,865 consecvtive aufop 
sies revealed, contrary to current belief, that 
the incidence of hepatic metastases from 
primary exirahepatic carcinoma of various 
sites was not statistically differentia persons 
with Laennec's or nutritional cirrhosis from 
that encountered in non-cirrhotics The rarity 
of the association of extrahepatic <=orcinomo 
m persons with Laennec's cirrhosis as well « 
the dilution of this coincidence 
nomas which exhibit little propensity for 
hepatic metastases may be largely respon 
sible for this misconception 
number of cirrhotics probably fail to ochi 
Zff.cent span of hfe to develop suchj 

extrahepafic carcinoma was signi i 
coincidence JOS ,spresenlr o 

for die *v.lopm.nf of moloslorn 
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that the duration of life in persons with both cir¬ 
rhosis and extrahepatic carcinoma may be too short 
for metastases to develop 

During the course of studies m our laboratory 
concerned with factors which influence the de¬ 
velopment of experimentally induced hepatic me¬ 
tastases, it was observed that a threefold increase 
of such lesions occurred in animals subjected to 
cirrhosis induced by the administration of carbon 
tetrachloride ‘ In addition to the greater mcidence 
of hepahc metastases, the lesions were larger and 
more frequent than those observed in the livers of 
non cirrhotic controls subjected to an identical pro¬ 
cedure for the production of hepatic metastases 
This information prompted us to review in detail 
our autopsy data concerning the relationship of 
cirrhosis and hepatic metastases in man 

Material and Method —The autopsy protocols of 
2,865 consecutive postmortem examinations per¬ 
formed on adult males at the Pittsburgh Veterans 
Administration Hospital from 1950 to 1959, inclu¬ 
sive, were analyzed All examples of Laennec’s or 
nutnbonal cirrhosis were tabulated as to age and 
association with extrahepatic carcinoma The pri- 

Table 1 —Incidence of Carcinoma or Cirrhosis or Both 

Total Cases "o of Total 

Xo % Cirrhosis Carcinoma 
Series 2 80a 

Cirrhosis 213 7 -t 

Carcinoma 918 32 0 

Cirrhosis with carcinoma 28 10 131 31 

Xon-cirrhotic with carcinoma 890 31 0 96 9 


were performed accordmg to the methods descnbed 
by Mainland ® 

Results—As mdicated in Table 1, Laennec’s cir¬ 
rhosis was encountered m 213 instances (7 4%) of 
the 2,865 autopsies performed Primary extrahepatic 


Table 2 —Incidence of Various Carcinomas in Cirrhotics 
and Non-cirrhotics 

213 Cirrhotics 2 0a2 Non Cirrhotics 



I«o 

% 

No 

% 

^ Isceral 

18 

8o 

729 

27^ 

Lower genito urinary 

1 

05 

G2 

23 

Head and neck 

9 

4 1 

99 

37 

Totals 

28 

131 

890 

335 


carcinoma was found in 28 (13 1%) of the 213 cir¬ 
rhotics This association represented only 1% of the 
total number of autopsies and 3 1% of the total 
number of individuals with carcinoma (918) On 
the other hand, as noted m Table 2, 33 5% of non- 
cnrhotics exhibited carcinoma at the time of au¬ 
topsy, a value which is statistically greater than 
that observed for the incidence of carcinoma in 
cnrhotics (x^ p<0 01) It appears sigmflcant that 
carcinomas of the head and neck, tumors with rela¬ 
tively httle propensity for hepatic metastases, com¬ 
prised one-third of the primary extrahepatic carci¬ 
noma encountered in the cirrhotic subjects (Table 2) 
Hepatic metastases were encountered m 11 
(39 3%) of the 28 patients in whom cirrhosis was co¬ 
existent with extrahepatic carcinoma (Table 3) 
This mcidence was not stahstically different from 


mary site of the latter as well as the occurrence of 
hepatic or other metastases were carefully noted 
and verified by histological examination Only those 
instances of cirrhosis presenting the classic macro¬ 
scopic and microscopic features of Laennec’s or 
nutrihonal cirrhosis were considered, thus eliminat¬ 
ing those instances of biliary, cardiac, and postne¬ 
crotic cirrhosis and hemochromatosis from statisti¬ 
cal analysis The degree of cirrhotic change was 
subjectively graded with regard to sepatal fibrosis 
and apparent activity 

Analysis of all carcinomas encountered during 
this penod m autopsies performed on non-cirrhotic 


patients was made with regard to age, primary 
site, occurrence, and sites of metastases Primary 
hepatic carcinoma, examples of microscopic foci of 
latent prostatic carcinoma, and incidental cutaneous 
carcinomas were excluded from final consideration 
in the non cnrhotic as well as cirrhotic groups All 
carcinomas encountered in both cirrhotics and non- 
cirrhotics were divided in the following groups 
'iscenl (lung, esophagus, gastrointestiml, renal, 
and bdiar}’-), lower genito-urmary (bladder, pros- 
Inte, and testis), and head and neck (e g, tonsil, 
bO’nx, and oropharynx) All statistical analyses 


Table 3 —Incidence of Extrahepatic Carcinoma and Hepatic 
Metastases of Cirrhotics and Non-cirrhotics 


Hepatic Metastaeea 
Ca«es , -A.- 


\ isceral carcinoma 
(lung fcastrofnfect'nnl 
tract kidney) 

No 

No 

% 

Cirrhotic 

18 

9 

o0 0\ 

Non cirrhotic 

Carcinoma of lower genitourinary tract 
(bladder prostate) 

729 

379 

62 OJ * 

Cirrhotic 

1 

0 

0 

Non cirrhotic 

Carcinoma of head and neck 

C2 

19 

30C 

Cirrhotic 

9 

2 

22 2'\ 

Non cirrhotic 

Total no of cancers 

99 

19 

19 2J 

Cirrhotic 

28 

11 

39 31 

Non cirrhotic 

Total no without cancer 

Cirrhotic 

Non cirrhotic 

890 

18o 

1 7G2 

417 

40 9J* 


X P>0 1 <Dot «iLniflcant) 


that obsened m non-cirrhotic subjects (46 9%) 
(x'y P>01) Furtlier analysis of the incidence of 
hepatic metastases in cnrhotic and non-ciirhotic 
indiwduals with regard to the h-pe of carcinoma 
encountered is tabulated in Table 3 It becomes 
apparent tliat there is no statistical!} significant 
difference in tlie incidence of hepatic metastases 
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in both ciirliotic and non-cirrhotic members with 
legard to those caremomas m whieh sufficient sam¬ 
ples were available for evaluation (visceral and 
head and neck) An analysis of the incidence of 
hepatic metastases m the group of visceral carci¬ 
nomas 111 ciirhotics and non-ciirhotics is depicted 


Tahlc 4-Itwtcleuce of Hcpadc Metastases in 
Certain Visceral Carcinomas 


Clrrliotlc 


Non cirrhotic 


Stoimich 
I olon 
Tunf, 
Kl(lnc^ 

Totnla 


Total 

Vo 

1 

10 

o 

I*! 


No with % nlth 
Meta*. Metas 


ta‘!es 

1 

1 

fi 

1 


ta'cs 

100 

20 

CO 

>0 

GO 


No nith %nlth 
Total Hetas Mctn*^ 
No ta'ses tnses 
02 17 40 2 

08 40 40 8 

072 14. 09 0 

18 C 33 •} 


G«0 


228 


09 3 


in Table 4 Although perusal might suggest signifi¬ 
cant differences m the incidences of hepatic metas¬ 
tases between cinhotics and non-cirrhotics in this 
group, this was not substantiated by the Chi-square 
test 

It appears notable that the incidence of e\tra- 
hepatic metastases was compaiable in both cirrhotic 
and non-cirrhotic patients w'lth carcinoma in whom 
postmortem examination failed to disclose hepatic 
metastases (Table 5) 

The average age of ciirhotic patients with asso¬ 
ciated carcinoma (617 years) was significantly 
higher than that observed in the cirrhotics without 
caremoma (526 years) (t, p<0 01) On tire other 
hand, there was no significant difference in the 
average age of cirrhotic and non-cinhotic (57 7 
years) members who had caremoma (t, p>01) 
There was no difference m the age of cirrhotic 
patients with caremoma v'ho exhibited metastases 
(61 6 years) and the age of those in whom this 
phenomenon was not evident (61 7 years) (Table 6) 

No differences in the degree of cirrhosis were 
evident by histological study in those patients dy¬ 
ing with cirrhosis and an associated carcinoma in 
whom hepatic metastases were present or absent 

Table 5 —Incidence of E\trahepatic Metastases in Absence 
of Hepatic Metastases m Patients with Carcinoma 


Cirrhotic 
Non cirrhotic 


No Without 
Hepatic 
Metastases 
17 
334 


No With 
Extrnbepatlc 
Metastases 
G 

120 


% With 
Extrahepatic 
Metastases 
33 3 
37 7 


Comment 


The findings m this study, contraiy to cuirent 
belief, indicated that carcinomatous hepatic metas¬ 
tases ’were as fiequent in patients with Laennec’s 
or nutritional cirrhosis as m the non-cirrhotic 
autopsy population The occurrence of hepatic 
metastases in 39 3% of the cirrhotic patients with 
extrahepatic carcinoma in this study greatly exceeds 
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the estiinate of 6% made by Chomet and associates* 
on the basis of previously recorded studies Yet 
these investigators noted from their review that 
the incidence of hepatic metastases in cirrhotics 
with extrahepatic neoplasms drained by the portal 
system was equal to that observed with comparable 
tumors m non-cirrhotics It is to be noted that one 
third of the primary carcinomas encountered m 
patients with cirrhosis in this study were of the 
head and neck, whereas these tumors constituted 
only 111% of the total number of carcinomas in 
the non-cirrhotic subjects It is well recognized 
that carcinomas of the head and neck less fre 
quently exhibit hepatic metastases than those of 
visceral origin An apparent predilection for carci 
nomas of the head and neck m alcoholics has been 
observed “ On the other hand, the incidence of 
hepahe metastases from primary tumors of the 
head and neck, as well as visceral sites, was similar 
m both cirrhotic and non-cirrhotic patients This 
information indicates the necessity for the consid 
eration of the types of carcinoma observed in pa 
tients with cirrhosis as well as the application of 
statistical principles before a satisfactoiy analysis 
of this problem can be obtained 

Table 6 —Mean Age of Cirrhotics and Non-cirrhotics With 
and Without Carcinoma and Hepatic Metastases 


With 


M ithout 


C Irrhotic 
Non cirihotlc 


Caremomn 
G1 7* 

57 7 


Hepiitlc 

Mctnstn'cs 

610 


Hcpntic 
Mctnsta'cs 
61 7 


Carcinoms 

G26* 

635 


t p<0 01 ('ieniflcnnt) 


The lack of a statistically significant difference 
m the incidence of hepatic metastases from primary 
extrahepatic carcinomas drained by the portal 
venous system in this study (although the number 
of samples weie few) as well as the report of 
Chomet and associates “ and Lisa and associates ^ 
indicates that the vascular alterations attendant 
with the cirrhotic state do not interfere with metas 
tases in this organ as previously contended' It 
also appears significant to recognize that the inci 
dence of metastases to other organs in cirrhotic 
and non-cirrhotic subjects with extrahepatic carci 
nomas without hepatic metastases was almost 
identical (35 3% and 37 8%) One might expect, if 
the cu-rhotic liver diverted tumor emboli, to find 
a greater incidence of extrahepatic metastases m 
individuals with this hepatic disorder This mfor 
mation also suggests that the biological behayio'’ 
of the primary neoplasms encountered in botli 
groups was somewhat comparable 

It IS admittedly precarious to relate the obser 
vations of experimental studies to those of ^ 
disease, particularly those concerned with the p 
duction of artificially induced hepatic metastase 
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Nevertheless, the information obtained from this 
study IS m keeping with our previous experimental 
observations m which the phenomena of hepatic 
regeneration or damage,® both of which are 
evident m the cirrhotic process, were associated 
\wth a greater or equal mcidence of hepatic metas- 
tases depending upon the dose of tumor cells 
utilized These considerations strongly mdicate that 
the cirrhotic “soil” is not detrimental to the devel¬ 
opment of hepatic metastases Further support is 
offered by the recognition that the mcidence of 
hepatic metastases from carcinoma of the lung, a 
site not dependent upon the mechanics of portal 
blood flow for embolic arrest, was greater m the 
Dirrhotic than non-cirrhohc livers m this study 

It appears more tenable to consider that the ranty 
of hepatic metastases in the cirrhotic liver may be 
the result of the infrequent association of cirrhosis 
ind extrahepahc carcinoma, as first alluded to by 
Lisa and associates ® This coincidence was observed 
m only 3 1% of all carcinomas encountered and m 
131% of the total number of cirrhotics as opposed 
to an mcidence of 33 5% in non-cirrhotics The 
jxplanation of this infrequent relationship is not 
apparent It appears germane to note, however, 
that the occurrence of carcinoma in patients with 
lurhosis was noted at a significantly older age 
B1 7 years) than cirrhotics without carcinoma (52 6 
f^ears) This information suggests that one factor 
n this regard may be that pahents ^vlth cirrhosis 
nay succumb to their disease before a sufficient 
pan of Me has been achieved m which to develop 
larcinoma In this study the average age at death 
)f non-cirrhotic patients with primary extrahepatic 
larcmoma was similar to that of the relatively few 
subjects in which this association was observed 
The lack of dffierence m the ages of cirrhotics with 
ind without hepatic metastases tends to invalidate 
the premise attnbutmg the rarity of hepatic metas¬ 
tases m cirrhosis to the possibility that the duration 
3f life in cirrhotics may be too short for the devel¬ 
opment of hepatic metastases Furdier, tlie inci¬ 
dence of extrahepatic metastases, as indicated 
above, appears similar m both cirrhotic and non- 
cirrhotic individuals 

Summary 

A study of 2,865 consecutive adult male post¬ 
mortem examinations disclosed 213 (7 4%) examples 
of Laennec’s or nutritional cirrhosis Coexistent 
Extrahepabc carcinoma was observed m 28 (13 1%), 
and of these 11 (39 3%) exhibited hepabc metas¬ 
tases There was no stabstically significant differ¬ 
ence in the mcidence of hepabc metastases in tlie 
cirrhotic and non-curhobc pabents xxutli carcinoma 
(46 97o) The recogmbon tliat one-tliird of the exba- 
hepahc carcinomas observed in the cirrhotic pa¬ 


bents were derived from the head and neck adds 
further significance to these findings smce such 
neoplasms exhibit less propensity for hepabc metas¬ 
tases than those of visceral ongin No stabsbcally 
significant difference could be discerned for the 
incidence of hepabc metastases in cirrhobcs and 
non-cirrhobcs when various categones of primary 
carcinoma (visceral, head and neck, and lower 
gemto-urmary) were evaluated 

On the other hand, this stabsbcal analysis has 
emphasized the ranty of the associabon of carci¬ 
noma m persons with cirrhosis as observed at 
autopsy It IS considered that this infrequencv as 
well as a ddubon of the incidence of coincident 
carcmoma and cirrhosis with a variety of neoplasms 
with little or no tendency to metastasize may ac¬ 
count for the purported ranty of hepabc metastases 
m the cirrhobe liver One factor which might 
account for the ranty of primary exbahepabc 
carcinoma m cirrhobc pabents is indicated by the 
lower mean age at time of death of cirrhobcs 
without carcinoma as opposed to those m whom 
carcinoma was evident 

The correlabon of these findings, which indicate 
that the cirrhobc liver represents a ferble site for 
the development of hepabc metastases, xvith recent 
experimental observabons is indicated 

University Dnve (40) (Dr Fisher) 
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Infections Involving the 
Intervertebral Disks 

Diagnosis and Management 

Arthur L Scherbel, M D , and IF James Gardner, M D , Cleveland 


W E BECAME cicquainted with tlie chmccil 
picture of infected intervertebral disks as tlie 
result of a fortuitous circumstance m which infec¬ 
tion was accidentally introduced by die needle dur¬ 
ing diskography The patient (case 1), a 36-year-old 
man, undeiwent diskography, which disclosed pro¬ 
trusion of the fifth lumbai disk He was sent home 
for a trial of conseivative care for the sciatica On 
the fouith day, he was stricken with seveie back 
pam When he was readmitted thiee days later, he 
would scream on the slightest jarring of the bed 
because of the pain in the lower back His reaction 
to his pain was so exaggerated as to suggest hys¬ 
teria Because of mild fever, despite a normal 
leukocyte count, an infection of the disk was sus¬ 
pected This was subsequently confiimed by re¬ 
moval of an mfected disk followed by relief of 
jiain Culture of the stringy, mucoid disk material 
removed showed Staphylococcus albus (coagulase- 
positive) The spine was immobilized by a cast foi 
four weeks, and antibiotic theiapy was admmis- 
tered for six weeks Recoveiy was complete in five 
months 

Shortly thereafter, another man (case 2), 37 years 
of age, was admitted with similar exciuciating pain 
in the back which also was aggravated by the 
slightest jarring of the bed This patient had had 
no manipulative pioceduie on the spine Initially, 
he had severe pain in the flank due to a ureteral 
stone which was removed by manipulation Diiung 
his convalescence from this procedure, a low-grade 
fever, associated with chills, developed A blood 
cultuie was positive foi Pseudomonas aeruginosa 
The patient’s condition impioved aftei the admin¬ 
istration of penicillin and sulfadiazine foi two 
weeks Three months latei, sudden seveie unex¬ 
plained pain m the low back, uni elated to any 
trauma, occuiied Roentgenograms of the spme 
two days aftei onset of the pam and again two 
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The cardinal symptom of intervertebral 
disk infection in 10 patients was sudden 
excruciating back pain that frequently radi 
ated down one leg or both legs and usually 
was not relieved with opiates These infec 
tions usually occurred after a diagnostic or 
therapeutic procedure on the spine or as a re 
suit of venous spread from an infection in the 
pelvis Characteristic roentgenographic fea 
tures did not appear for four or more weeks 
The sedimentation rate was consistently 
high, but returned to normal after the in 
fection subsided For four patients treated 
conservatively with antibiotics, complete bed 
rest, and body casts, the average length of 
convalescence was 8 months, for six patients 
treated by laminectomy in addition to other 
therapeutic measures, it was 4 8 months 


weeks later were normal Four nmeks after onset 
of the back pain, the patient was hospitalized At 
that time, he was extremely appiehensive and 
would scream because of the pain in his back each 
time the bed was touched Blood cultures were 
sterile, but spinal roentgenograms showed begin 
ning slight nanowmg of the second lumbar disk 
space At opeiation, the detached and partly 
liquefied disk was removed virtually in one piece 
Much of it appealed to be necrotic and it bad a 
mucoid, gelatinous texture The histological diag 
nosis was chronic suppurative inflammation with 
evidence of acute infection A catheter was inserted 
into the cavity for postoperative instillation of 
penicillm A culture of the disk material remm'cd 
was positive for Ps aerugmosa The patient \\as 
kept m a cast foi six weeks and received penicillin, 
stieptomycin, and sulfisoxazole (Gantrisin) tlierap) 
for four weeks after surgery Obliteration of tlie 
second lumbai disk space was complete at the cno 
of the third postoperative month (see figure; 
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^crtcbral bodies and narrowing of joint space lb beginning sclerosis base occurred C, roenl- 
S^ogram made on April 21, 1953 There has been further loss of joint space betricen sertebrae, and 

=»5jacentbon5 osergmsUh is begmning to appear D, roentgenogram made on Oct 19 19o3 There is complete fusion of second 
“nd Hard lumbar sLcbral bodies, and bon> osergrowth has increased since April, 1933 
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The tw'o cases )ust cited are illustrative of the 
symptomatolog)' and usual causes of infected intei- 
vertebral disks In the past 10 years, 10 patients 
with this condition ha^'e been treated While rela¬ 
tively infiequent, the condition may be of a serious 
nature, and physicians should be aleit to the char¬ 
acteristic clinical featuies 
This condition may lesult fiom diiect inoculation 
at the time of a spinal diagnostic or therapeutic 
procedure, or fiom some infection (often unrecog¬ 
nized) in the pelvic organs or gemtourmary tiact 
that spreads by venous channels to the lumbai 
spine Numeious septic lesions of the vertebrae or 
of the intervertebial cartilages have been reported 
to result from the direct introduction of organisms 
during diagnostic and theiapeutic procedures, such 
as spinal puncture, myelography, paravertebral 
injection, lamlnectom 3 ^ and diskography Turn- 
bull ' reported three instances of infection of intei- 
vertebral disks occurring as a complication of 
laminectomy for disk protrusion A survey bv 
Gardner and his associates - of reported instances 
of injury to disks b)' lumbar puncture convinced 
them that nearly always infection introduced bv 
the needle, rather than mechanical damage to the 
disk, caused the disabling backache and accounted 
for the subsequent roentgenographic changes Sulli¬ 
van, Bickel, and Svien reported on disk infection 
after removal of a nucleus pulposus in 11 patients 
Weber'* described 15 mstances of acute mfechon 
of intervertebral disks, nine of wliicli followed 
diagnosbc or therapeutic procedures, four weie 
complications of disk surgery, three followed para¬ 
vertebral injections, and tivo were associated with 
spinal punctures Ectors ® described two mstances 
of vertebral necrosis that developed after dis¬ 
kography, and cited a lepoit by deSeze and Lever- 
nieux of 13 instances of acute osteitis in a senes of 
59 patients who underwent diskography 

The hematogenous pathway, accounting for ap¬ 
proximately 50 per cent of reported cases of septic 
necrosis involving intervertebral disks, was not 
clearly understood until 1940, when Batson'’ de¬ 
scribed a direct communication between the pelvic 
and the vertebral venous systems Nevertheless, the 
similarity of the sites of vertebral metastasis from 
cancer and from infections of the urmary tract was 
noted by Kretschmer and Ockuly ’ in 1935 In 1949, 
Donahue® reported two cases of osteitis of the 
spine in which the mfechon appeared to follow the 
pattern noted in metastases from carcinoma of 
the prostate He believed that once the organism 
had gained access to the pelvie vems, it could be 
transmitted via the paravertebral vessels to the 
vertebral column and even to the skull 

In recent years, several reports have emphasized 
the association of urinary tract or pelvic i^echon 
and vertebral osteomyelitis Doming and Zait 
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lepoited a direct lelationship between acute ver 
tebral osteomyelitis and prostatic operations n 
three patients They believed that the route o 
infection in each patient was through the prostatii 
urethral veins, which connect with the vertebra 
veins, they suggested that tliese prostatic urethra 
vems may also be tlie portal of entry for th( 
vei tebral infections that occasionally comphcati 
certain infectious diseases, notably typhoid fever 
gonoirhea, and brucellosis Sherman and Schneider" 
lepoited three cases of vertebial osteomyelitis com 
phcating postabortal or postpartum infection The; 
believed that pelvic infection spread througl 
the communicating vems that connect the pelvii 
and vertebral venous systems Leigh, Kelly, anc 
Weens ” also reported on spinal osteomyelitis asso 
ciated with urmaiy infections Six of the 15 infec 
tions of intervertebral disks lepoited by Weber 
were of hematogenous origin 
It is significant that the mterveitebial disk itsel 
contains no blood vessels If the mfechon is blood 
home, therefore, it must lodge primarilj'm a neigli 
bormg structure, perhaps die spongiosum of tin 
body of the vertebra, and must involve the disl 
carhlage secondarily Apparently the ncli blooc 
supply of the body of the vertebra allows it tc 
resist the mfechon without sequestration Thl 
avascular carhlagmous disk, however, may seqiies 
trate and gradually liquefy and may then bi 
absorbed completely, although this piocess re 
quires many months Because of the paucity ol 
local and systemic signs of infection, the une\ 
plained tendency for the infection to remain lo 
cahzed, and the tendency to spontaneous healing, 
correct diagnosis is seldom suspected The reason 
for this difference in behavior m suppurative dis 
ease of the inteivei tebral joint as compared with 
other joints is a mattei for conjechire The infre 
quency of a complicating epiduial abscess is par- 
ticulaily puzzling 

Clinical Featuies 

Our series of pahents includes eight men and 
two M'omen, who ranged m age from 34 to 67 
yeais In five, infection developed within four days 
to two weeks after diagnostic or therapeutic pro 
cedure on the spine In five of the six pahents who 
had infections of the urinary tract, the clinical 
evidence indicated that the infection spread by 
means of direct venous pathways to the spine The 
time interval between tlie onset of symptoms refer¬ 
able to the primary infection and the onset of back 
pain in patients with such hematogenous infection 
ranged from one week to six years In two patien s, 
there was no elevahon of temperature througJi 
out the course of the i«ness In others, fo 
temperahire ranged from 99 2 to 10-- 
to389C) 
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The character of the pain was similar m 8 of the 
10 patients, as manifested by a sudden onset with 
rapidly increasing seventy during tlie next 6 to 24 
hours Sl\ pabents lay rigidly m bed, attemphng to 
avoid even the slightest motion, and m four of 
these, the exaggerated behaxuor simulated hysteria 
Opiates m average doses usually were not effecbve 
in relieving the severe discomfort, two pabents 
became addicted to narcobcs before admission 
to our hospital In eight pabents, pain radiated 
doira the legs, in five, this was bilateral In two, 
pain remained localized m the lower back The 
degree of pain descnbed by these pabents has 
seldom been obsen'ed with other lesions of the 
spine 

Laboratory Fmdtngs —Mild hypochromic anemia 
was present m 7 of the 10 pabents Hemoglobm 
values ranged from 10 2 to 13 6 Gm per 100 ml 
(oxyhemoglobm method), and erythrocyte counts 
varied from 2,600,000 to 3,800,000 per cu mm In 
seven pabents, the total leukocyte counts were 
normal throughout the illness (6,000 to 10,000 per 
cu mm) Neubophil counts ranged from 68 to 87 
per cent m all pabents 

The erythrocyte sedimentation rate (the Rourke- 
Emstene method *°) was consistently elevated and 
ranged from 105 to 1 75 mm per minute (normal 
0 65 mm per mmute) It returned to the normal 
rate m every mstance as healmg occurred 

Elecfrophorebc determmabons of plasma pro- 
tems from six pabents were made dunng the first 
month of the illness In each mstance, the albumm 
frachon was decreased and the alpha-2 globuhn 
component was mcreased These abnormahbes par¬ 
alleled the elevated sedimentabon rate and re¬ 
turned to normal as the mflammabon subsided and 
fusion of the bone occurred 

Disk matenal obtamed from seven pabents was 
studied bactenologically In three of these patients, 
the disease resulted from direct moculabon, and 
the organism found m cultures xvas Staph py¬ 
ogenes The otlier four pabents whose disk mate¬ 
nal yielded posibve bacterial cultures of a variety 
of gram-negabve organisms had associated infec¬ 
tions of the genitourmary tract 

Roentgenographic Fmdtngs —Roentgenographic 
study IS essenbal when mfecbon of an mterverte- 


hral disk is suspected, but charactensbc changes 
may not become apparent for weeks or even 
months after the onset of back pam Narrowmg of 
the disk space usually is the first sign of pathologi¬ 
cal change and is followed by irregular destrucbon 
of conbguous portions of the vertebral bodies, m- 
dicabng the presence of some osteomyelitis Vary'- 
rog degrees of sclerosis of the adjacent vertebrae 
ond rapid prohferabon of new bone along tlie 


^argins of the mvolved vertebrae consbtute the 
diagnostic features When absorpbon of the disk is 


virtually complete, the vertebral bodies settle to¬ 
gether and fuse, completely obhteratmg the jomt 
space Leigh, Kelly, and Weens ” have recom¬ 
mended that adequate roentgenographic studies of 
the enbre spme be earned out when an mterverte- 
bral disk mfecbon is found, since lesions may occur 
at more than one level of the spmal eolumn 

Diagnosis —The diagnosis of mfecbon of an mter- 
vertebral disk is commonly overlooked because 
systemic signs of mfecbon may be slight and the 
disease tends to progress to spontaneous heahng, 
although this may entad a long penod of disability 
for the pabent due to severe back pam Excruciat- 
mg back pain of sudden onset, a few days or xveeks 
after a diagnosbc or therapeubc procedure on the 
spme, should arouse suspicion of an mfecbon of an 
intervertebral disk When there has been no ma- 
nipulabve procedure on the spine, the history of a 
urinary mfecbon or of bacteremia may be sugges- 
bve of a hematogenous infection of the disk In tlie 
early stage of this disease, prior to the fourth 
week, roentgenograms are normal, but later m tlie 
course there is a charactensbc narrowmg of tlie 
disk space, followed by irregular erosion of neigh¬ 
boring vertebral bodies Sclerosis of adjacent verte¬ 
brae and proliferation of new bone along tlie mar- 
gms are diagnosbc features Wlien absorpbon of 
the disk becomes xortually complete, tlie vertebrae 
will fuse, obhterabng the joint space 

Charactensbc laboratory findings are imld hypo¬ 
chromic anemia and a normal or shghtly elevated 
total white blood cell count, with mcreased neutro¬ 
phils, the sedimentabon rate is charactensbcally 
elevated early m the disease and returns to normal 
as healmg occurs Diagnostic bacterial studies on 
material obtamed by aspirahon or on matenal 
removed at laminectomy, with tests of sensibvity 
to antibiotics, are important in planning ther¬ 
apy 

Treatment 

Proper management of an mfecbon of an mter- 
vertebral disk depends upon numerous factors If 
the mfecbon is detected early, before roentgeno¬ 
graphic exammabon shows tliat changes have oc¬ 
curred, appropnate anbbiobc therapv and ade¬ 
quate immobihzabon therapy are given for four to 
SIX xveeks The sedimentabon rate is an index of the 
heahng process Serial roentgenograms are neces¬ 
sary' to evaluate heahng Actix'itx' is graduallv in¬ 
creased as healmg progresses 

When the pabent is seen later m the course of 
the illness, and roentgenographic exammabon 
shows tliat changes are alreadx' apparent, laminec- 
tomv xx-ith remoxal of infected disk matenal is 
performed After appropnate bactenal sbidies haxe 
been obtained, an effecbxe anbbiohc mav be m- 
sblled into the involxed disk space through a cathe- 
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ter left at operabon for this purpose Complete 
bed rest is advisable during the postoperative 
period until clinical evidence of infection dis¬ 
appears and roentgenographic evidence suggests 
that healing is taking place 

If the infection is not the result of direct inocula¬ 
tion, every effort should be made to find and treat 
the original infection in the genitourinary or pelvic 
Organs In three of our patients, the oiganisms 
reco\'ered from the infected disk differed from 
tliose recovered from the urine or blood, the latter, 
however, probably conshtuted the primary focus 
The appropriate anbbiotic oi combination of anti- 
biohcs should be given for at least four to six 
weeks, and longer when disease activity is indi¬ 
cated by the sedimentabon rate bv or changes in 
serum protein levels A support for the pabent’s 
back IS advisable during the first three months of 
convalescence or until pain disappears 

Four of the 10 patients in this series were treated 
conservatively with antibiotics, complete bed rest, 
and body casts Periods of convalescence in these 
pabents ranged from 2 to 12 months, with an aver¬ 
age of 8 months Six pabents had laminectomy and 
removal of infected disk material, with anhbiotic 
tlierapy, bed rest, and gradual mobilizabon with 
use of supportive braces The period of convales¬ 
cence for these patients ranged from four to six 
montlis, with an average of four and eight-tenths 
months 

Comment 

Pyogenic infections involving the vertebral col¬ 
umn vary greatly in severity and in prognosis The 
history and the characteristic severity of the back 
pam are helpful m considermg the diagnosis The 
severity of the disease is conditioned by the viru¬ 
lence of the responsible organism, its sensitivity to 
anbbiotics, the resistance of the host, and die pres¬ 
ence or absence of a primary infection that is con¬ 
tinually providing more organisms to the vertebral 
area 

Staph aureus and Staph albus were the organ¬ 
isms most often responsible for infecbons which 
resulted from direct inoculabon (Staphylococci 
which are resistant to antibiotics constibite a seri¬ 
ous problem) Hematogenous infections of the 
disk were usually caused by gram-negabve organ¬ 
isms 

Infections of the disks probably occur more 
commonly than is generally recognized There may 
be numerous mild infections diat heal spontane¬ 
ously and are not necessarily associated with exten¬ 
sive liquefaction and absorption of cartilage or 
with fusion of vertebral bodies Then roentgeno¬ 
graphic appearance, when healed, simulates that 
of degenerative intervertebral disk changes Six 
cases reported by Schultz appear to be m dus 
category He commented that m recalling other 


jama. Sept 24 ^ 


m 

patients wth prolonged symptoms postoperahvdi 
It seemed likely that other similar cases had been 
overlooked Although m his cases there was 2 
evidence that the pathological process was a sen 
tic one, the roentgenographic findings suggested 
this With time and rest, after roentgen irradiation 
his pabents obtained relief In a recent case (not 
included in this report) we observed that die cul 
ture was stenle but that the disk material removed 
at operation was frankly suppurative 

Seven of our 10 patients recovered complete]) 
and have only slight restrichon of mohon in the 
lumbar spme Two pabents conbnue to liave 
chronic pain m the low back and moderate restne 
tion of mohon One patient died of sephcemia re 
sultmg from an organism which was resistant to 
antibiohc therapy 

It is important to emphasize that during the 
interval in which we observed 10 cases of dish 
infection, no case of spinal epidural abscess was 
seen This lack of spread of suppurabve infection 
IS not observed m other mfected )omts, so far as we 
know In our senes, there have been no recur 


rences 
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Degenerative Disk Disease 
of Cervical Spine 

Clinical and Roentgenographic Study 

Zachary B Fnedenberg, M D , Harold A Broder, M D, Jacob E Edeiken, M D 
and H Newton Spencer, M D , Philadelphia 


T he treatment of patients complaining of 
cervical pain radiating into the upper extremity 
by accepted nonoperahve means had not produced 
consistent, satisfactor)' results m our hands This 
study was made to determme the long-range course 
of persons who have these symptoms Degenera¬ 
tion of the intravertebral disks is now a well- 
estabhshed chnical and pathological entity^, in 
which the chondromucoid substance of the disk 
undergoes a gradual process of dehydration and 
replacement hy collagenous tissue, with consequent 
loss of elashcit)' The more mobile and lordotic 
cervical and lumbar segments of the spme show a 
more pronounced degeneration than the fixed tho¬ 
racic segment 

Roentgenograms of the cervical spine are used to 
delmeate the extent and level of disk degeneration 
and demonstrate the characteristic pattern of thm- 
ning of the space and circumferential reactive bone 
changes on the adjacent vertebral bodies with m- 
volvement of the lateral jomts” of Luschka and 
encroachment of the foramen (fig 1) These changes, 
owever, are present in the majority of persons 
reachmg the sixth decade Some patients will suf- 
er recurrent symptoms while others inth similar 
roentgenographic findmgs are asymptomatic The 
presence of a degenerated disk seen on the roent¬ 
genogram should be mterpreted as one of several 
possible factors which may' precipitate symiptoms 
n a previous study, the authors demonstrated 
'at there is a close correlation betiveen roent¬ 
genographic and anatomic findmgs ' Narrosvmg of 
e interspace was the most common roentgeno- 
graphic finding, even minor degrees of narrowmg, 
as shown on roentgenograms, were indicative of 
IS degeneration Narrowmg of tlie mterx'ertebral 
oramens, spur formation beneath the nen'e root 
j^mg from tlie lateral “joints’ of Luschka, project- 
from the posterior surface of tlie 
a ebral bodies, an d changes m the apophysial 

l^epartments of Orthopedic Surgen and Radiologi Hos- 
■"e Unneniw of Pcnns>Kann 


Degeneration of the cervical disk was seen 
most often between the fifth and sixth and 
between the sixth and seventh cervical verte¬ 
brae Most clinical findings also were re 
lated to these levels, with involvement of the 
sixth and seventh cervical roots Current 
methods of therapy in the treatment of cer¬ 
vical pain radiating into the upper extremity 
due to degenerative disk disease infrequent¬ 
ly resulted in lasting relief Symptoms were 
relieved after nonoperative and operative 
measures, but recurrence was common For¬ 
tunately, paresis and sensory deficits were 
not progressive and rarely disabling X-rays 
proved to be of limited value in diagnosis 
and prognosis, 


jomts, all resultmg from disk degeneration, are 
regarded as major factors m the production of 
root imtation and radiabng pain 


ana iMetnoos 




The purpose of this study is to examine a group 
of patients wnth an established diagnosis of degen¬ 
erative disk disease of the cervical spme who hax'e 
been treated at the Hospital of the University' of 
Pennsy'lvama, to determme their clmical course 
and to note any correlation betxveen the clinical and 
the roentpnographic findings One hundred pa¬ 
tients xxitli cervical pain radiating into the upper 
ex-tremity' haxe been evaluated, and an attempt has 
been made to correlate the clmical findings with the 
roentgenograms Each pabent was examined b\ the 
authore, and roentgenograms of his cerxical col 
umn (anteropostenor, lateral, and oblique planes) 
were studied Complete records were axailable for 
each p-ibent, and m most instances prexnous roent- 
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genogiams weie obtained foi compaiison with 
those taken at the time of follow-up examination 
The mteival between the fiist examination and the 
follow-up examination was 1 to 10 yeais, the avei- 
age being 3 yeais 

Age and Sex—The sex distnhution was equal 
Sixtv jiei cent of the patients were 40 to 60 years of 
age, of these, theie were 32 patients between 41 
and 50 and 28 between 51 and 60 years of age 
Twelve were undei 40 and 38 ovei 60, 4 between 
21 and 30, 8 between 31 and 40, 20 between 61 and 
70, and 8 between 71 and 80 yeais of age 

While the symptoms most often began m the 
fifth decade, the onset was noted as eaily as the 
thud and as late as the eighth deeade Symptoms 
weie first noticed m one patient when he was 21, 
in 8 when they weie 21 to 30, m 10 when they weie 


Location of Pain -Eighty-three per cent com 
plained of pain m both the neck and arm Twele 
pel cent had symptoms mostly limited to the arm 
Symptoms lemamed confined to the neck, with mild 
radiation into the upper extremity, in 5% The 
chionic nature of this disability is evident when it 
IS noted that the average duration of symptoms in 
this study was 4 years and that 12% had suffered 
for moie than 10 years Symptoms lasted from 1 to 
2 years m 35 patients, fiom 2 to 4 years m 31, from 
4 to 6 yeais m 13, from 6 to 8 years in 6, from 8to 
10 yeais in 3, and 10 years or moie in 12 patients 
Radiation —Each patient was asked to indicate 
the specific suiface aiea into which his pain radi 
ated The dermatomic pattern of Keegan was em 
ployed to identify tlie involved cervical roots 
Twenty-six pei cent of the patients had sjanptoms 




foramen betsveen C 5 and C 6 


31 to 40, in 31 when they weie 41 to 50, ^2 when 

they were 51 to 60, m 13 when they were 61 to 70, 
and m 2 when they were 70 years of age 

Mode of Onset-A definite traumatic incident 
was correlLed with the onset of symptoms m only 
25% of tbe patients The lemaindei noted a giadua 
onset Excessive activity and fatigue were lequ 

patients suffered one attack 
f Thirtv-four complained of intermittent attacks 
vamng m^ of freedom f-m pain 47 

suffered oontmued ^y’^P^^71:'o^tLed^o complain 
aceibation, and P nfipr those m the neck 

f ,ers.sten. sy™P- 

Lse m the dtsappea.ed 


confined to the shoulder and outer ‘'j™ ^ 

and C-6), 22% had symptoms confined to the t ^ 
and index and middle fingeis (C-6 C-/), 

had symptoms only in the ulnar aspect o tl 
arm and the fouitli and fifth fingers (C'S). an' ^ 

Lmmon changes shown by ^oentgenograrns • 
between the fifth and six i ‘ ^ 

seventh cervical vertebrae, involving t 

Parents -th 

Slrj; - ™.h .ode 
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pain (18%) occasionally lost time from work and 
retimied for therapy to help relieve pamful at¬ 
tacks, and those ^vlth severe pain (55%) had to 
change jobs and were unable to hve m a normal 
manner Extended and repeated therapy was fre¬ 
quently necessary for patients m the latter group 
The roentgenograms of each patient were then 
classified as normal or grades 1, 2, or 3, accordmg 
to the progression of the followmg changes disk 
narrowing, sclerosis of the adjommg body surfaces, 
osteophyte formation, and degenerative changes in 


Physical Findings—Restnction of motion m the 
cervical spme was the most frequent finding (44% 
of patients m this group) Tenderness over the 
lower cervical spme was noted m 23% 

Promment kyphosis m the upper part of the 
thorax of varymg degree, related to wedgmg of the 
thoracic spme from juvenile osteochondrosis or 
senile osteoporosis, was common This deformity 
was generally associated with antenor displacement 
of the head with reference to the trunk, mcreased 
cervical lordosis, and pam, tenderness, and ad- 




the apophysial and lateral joints’ of Luschka It 
''as of interest that no correlabon could be found 
between the severity of symptoms and the degree 
of the changes shown 

Associated Symptoms —Loss of strength in the 
"pper extremities xvas noted by 35 patients Twenty- 
t'vo of these complained of weakness of hand grip 
and pinch This function is innerxnted by the eighth 
ocnncal and first thoracic nerves Weakness of 
band function is more disablmg and, therefore, 
"lore hkelv to be noted by the patient than weak- 
ooss in other muscle groups, xx’hich mav be present 

out unrecognized 


vanced changes, shoxxn bv roentgenograms m the 
loxver part of tlie cerx’ical spine 
Diminution or absence of the biceps and/or 
triceps reflexes xvere noted m 14% Sensorx' loss in 
the upper exTremitv occurred in 23% Patterns of 
sensorv' impairment x'aried xxudelv, tlie sixth (dor¬ 
sum of thumb and radial aspect of forearm) and 
sex'enth (index and thud fingers) roots xxere most 
commonlv impaued Eighteen patients complained 
of occipital headaches and 11 of associated local¬ 
ized shoulder pam and tenderness 
Response to T/ierajjy-Eightx'-fixe patients re- 
ceixed some form of conserxatne therapx, consist- 
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ing most often of ceivical ti action (on either an 
inpatient oi an outpatient basis) and immobilization 
in a ceivical collai A ceivical su^ipoit pillow was 
often used at night Admmistiation of analgesics, 
piocaine injections, and local application of heat 
weie fiequently used as supplementary measuies 
While an initial oi tempoiary favorable iespouse 
MMs the lule, some degiee of symptoms peisisted oi 


were persistently examined and consistently treated 
The chronic nature of the disability and necessih' 
for long-term care with traction, cervical support, 
analgesics, and local heat were accepted by these 
patients They learned lo live m balance with their 
disability and weie relieved during recurrences 
Fifteen patients underwent laminectomy after 
myelography In foui patients a disk protrusion was 


ROENTGEN CHANGES WITHOUT CLINICAL 
FINDINGS OF ROOT INVOLVEMENT 

CLINICAL EVIDENCE OF ROOT 
INVOLVEMENT WITH ROENTGEN CHANGES 



c c 

3-4 45 5 6 6-7 


7- 1 


narrowing of 
interspace 
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degeneration 
of lat joints 

OF LUSCHKA 


constriction 
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degeneration of 
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Fig 3 


-Con elation between clinical findings 


lecuned at aMei^as^d 

rSate h.s 're t' 

from f “ „ehanged, and 15% had become 

proved, capacity necessitating 

woise C 1,0 work was noted in 23% 

TesXMCie lepoited in patients who 


and changes shown on loentgenograms 

nerve foramen In P, masses lying anterior 
strated that these os eop j to the ner\e 

to the nerve root at “lomts” of Luschko 

foramen ftsT the mass was removed Do 

Sm^Von mthou. removal of the mass 
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accomplished in seven Only two patients were 
cured, seven reported some improvement after the 
surgery, and si\ were unchanged or worse (see 
table) 

Correlation Behveen Clinical and Roentgeno- 
graphic Findings 


An efFort was made to determine which of the 
specific abnormalities shown on the roentgeno¬ 
grams, if any, are causally implicated in irritation 
or damage to the nerve root The clinical findmgs, 
including sensory and refle\ changes, weakness of 
muscle groups, and pain patterns, were assigned to 
the cervical root responsible for such alteration m 
each of the patients showing such changes Roent¬ 
genograms which demonstrated narrowmg, sclero¬ 
sis, or osteophytosis in each intervertebial space 
from C 3 to T-2 were correlated with the number of 
patients showing root changes at these levels In a 
similar way, roentgenograms showing changes in 
the nerve root foramens due to reaction of the 
lateral “joints’ of Luschka or the posterior facets 
were compared with tlie number of patients show¬ 
ing findmgs mdicative of damage to the roots at 
these levels (fig 3) 

From the previous study it was known that most 
roentgenographically visible changes will occur be¬ 
tween C 5 and C-6 and C-6 and C-7 It was also 
shoivn in this report that most patients suffering 
from cervical pain and brachialgia complain of 
symptoms referable to tlie sivtli and seventh roots 
Seventy-seven per cent of patients with changes 
shown by roentgenograms in the interspace or the 
foramen between C 5 and C-6 or between C-6 and 
C 7 showed clinical evidence of involvement of the 
respective sixth or seventh root Howevei, it was 
not possible to identify any significant relationship 
hetiveen the involved root and any single roent- 
genographic feature The failure to relate any' spe¬ 
cific finding on the roentgenogram to the develop¬ 
ment of root irritation may be explained by the 
preiious study, which showed that intervertebral 
cervical disk degeneration was associated with 
degenerative changes m Luschka’s joints” and 
narrowing of the foramen at the same level It may' 
be assumed that the initial lesion is a degeneration 
of the disk which is followed by circumferential 
changes m all other structures at the involved level 
1^0 conclusion can be drawn regarding the relation 
between root irritation and changes in the posterior 
■acet joints because of insufficient material 
klanv patients showed alterations on roentgeno 
grams in the third and fourth intervertebial spaces, 
but few of these patients had definite root svmp- 
oitis related to this level The reason for this is not 
mown, but sensorv impairment in the shoulder and 
'ack of the neck is more difficult to outline Minor 
paresis of the shoulder muscles is also difficult to 
C'aluate It wns also clearlv demonstrated that 
c mical findings of root irritation can occur wathout 


the changes appearmg on roentgenograms In 13 
patients the fifth root was mvolved without changes 
between C-4 and C-5, the sixth root was involved 
in 22 mstances without changes betxveen C-5 and 
C-6, and the seventh root was involved in 34 
instances without changes between C-6 and C-7 

In 63 patients it was possible to compare the 
roentgenologic study done at the time of follow-up 
examination with an earlier study The average 
interval between tlie two roentgenographic exami¬ 
nations was three years In 29% progressive changes 
were noted m all components of the originally in¬ 
volved cervical disk level In a few cases, addi¬ 
tional interspaces weie noted to show changes In 
15 cases in which more tlian five years elapsed 
between tlie two studies, 60% showed progression 
on roentgenograms 

Summary and Conclusions 

The dermatomic distribution of pain radiating 
into the uppei extremity and sensory impairment 
corresponds to those cervical levels of disk degener- 

Data m Fifteen Patients Who Underwent Lamiiiectomij 
After Myelograpluj 
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1 
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ation and reactive 

bone foimation 

seen 

on the 


roentgenogram There was, however, no correlation 
between the mtensity of pain and the degree of 
roentgenographically visible changes at the in¬ 
volved cervical disk level Piogression of neurologi¬ 
cal findmgs was uncommon No specific roentgen 
finding was associated with the development of 
symptoms Disk degeneration with development of 
sy'mptoms may be present m its early stages with¬ 
out roentgenographically visible changes In its 
more advanced stages all roentgenographic features 
of the cervical column show' changes 
Patients responded well to different forms of 
therapy, but pain usually recurred Some patients 
with the most severe symptoms were operated 
upon, but permanent relief of sy'mptoms after 
surgery' did not often occur Intractable pain and 
severe disabilitv were not often seen, and most 
patients adjusted to their disease, seeking medical 
assistance during penods of exacerbation Cure or 
complete freedom from sx mptoms for one or more 
vears was infrequent 
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Effect of Cortisone on 
Hypercalcemia in Sarcoidosis 

Relief of Gastrointestinal, Deiniatological, and 
Renal Symptoms with Steioid Theiapy 

Abraham A Goetz, M D , Sunnyvale, Caltf 


I N THOSE cases of saicoidosis in which symptoms 
aie lefeiable to hypercalcemia, shoit-teim ster¬ 
oid therapy results in prolonged symptomatic lelief 
and normal serum calcium levels Symptomatic 
and laboratory response to steroids is also impor¬ 
tant in the differential diagnosis of sarcoidosis and 
other disorders characterized by hypercalcemia In 
the case presented below, some of the diagnostic 
difficulties aie illustiated The appeal ance and 
early lecognition of ocular and renal lesions in this 
disorder are absolute indications for a therapeutic 
trial of steioids in an effort to prevent permanent 
coineal opacification, irreversible renal failure, and 
death 


Report of a Case 

A 63-yeai-old housewife complained of diy 
mouth, throat, and skin, progressive nocturia and 
polydipsia, and polyuria (more than 5 qt of mine 
daily) She complained also of geiieiahzed pruritus, 
great muscular fatigue, anorexia, indigestion nau¬ 
sea and. vomiting, and intolerance to spices and 
fatty foods She denied taking vitamin D, drinking 
milk, 01 eating absorbable alkalies She had first 
sought medical attention nine months before be¬ 
cause of recuirent respiratory infections, but no 
definite diagnosis had been established In the 

interval she had lost 25 lb (11 ) 

Upon examination in October, 1958, the patient 
appeared chionically ill Her hair was sparse, gray, 
and brittle and her skin dry and ichthyotic, espe- 


Cortisone administered to a patient with 
sarcoidosis and hypercalcemia resulted in 
unusually sustained clinical improvement 
After biopsy had confirmed the diagnosis, a 
total of only two weeks of steroid therapy 
sufficed to relieve the gastrointestinal, der 
matological, and, to some extent, the renal 
symptoms associated with hypercalcemia 
Laboratory responses paralleled the amelio 
ration of symptoms For reasons not yet 
known, the serum calcium level rises in about 
one of five patients with sarcoidosis A 
vitamin D-like action or substance in the 
gastrointestinal tract of these patients has 
been postulated Cortisone seems to equili 
brate or inactivate this process If may also 
serve as a tool to differentiate the hyper 
calcemia of sarcoidosis from other hyper 
calcemic states Early recognition and prompt 
treatment are important to prevent irrevers 
ible renal complications 


illy on the anterior bbias The blood pressure 
J/100 mm Hg, the radial pulse rate was /6 P 
nute, the heart size was withm the upper lim 
normal, and tlie lungs were clear The hver' 
Ipable 2 fingerbreadths below the righ 
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margin, but it was not tender There were no other 
intra abdominal masses Examination of the eyes 
showed M edge-shaped, granulai, gray deposits near 
the limbus on both sides of the cornea in each eye 
A small mass was palpable in the lower neck, devi¬ 
ating the trachea slightly toward the left There 
was no peripheral lymphadenopathy 
Laboratory findings were as follows Blood values 
were hemoglobin level 10 8 Gm per 100 ml, 
sedimentation rate 49 mm in one hour (Wes- 
tergren), white blood cell count 6,300 per cubic 
millimeter, blood urea nitrogen level 27 5 mg, 
serum calcium level 13 9 mg, inorganic phosphorus 
lalue 3 3 mg, alkaline phosphatase 17 units 
(Bodansky), total protein level 7 6 Gm , serum albu- 
mm level 4 8 Gm , and serum globulin level 2 8 Gm 
per 100 ml The urine specific gravity was 1 002, 
there was alkahne reaction, no albumin, occasional 
white blood cells, and a few calcium oxalate crys¬ 
tals in the sediment, Sulkowitch reaction was 3-f- 
A standard oral glucose tolerance test shoxved nor¬ 
mal findings The maximal specific gravity of the 
unne was 1013 (Fishberg), and 24-hour urinary 
calcium excretion on a low-calcium diet was 580 
mg daily 

A plam film of the abdomen showed a rounded 
calcific density in the right upper quadrant, con¬ 
sistent with a site in the liver, and calcifications in 
the low'er pelvis, probably m uterine fibroids 
Upper gastrointestinal series, barium enema, and 
gall bladder visualization were noncontributoiy 
The chest film showed fine trabeculai markmgs in 
the lungs, slight leftxvard displacement of the heart, 
and a mmimal increase in the transverse diameter 
of the heart Excretory urograms showed normal 
findings, although the contrast medium svas poorly 
concentrated Roentgenograms of the skull and 
both hands revealed no abnormalities, and the 
lamina dura, though preserved, was thin Fluoros- 
copv demonstrated some leftcvard displacement of 
the cervical esophagus by a 2-by-2-cm soft tissue 
oiiss at about the level of the seventh cervical 
segment 

Ophthalmological consultation by Di Daniel G 
\aughan revealed the followmg data The patient 
had no complaints referable to the eyes The posi¬ 
tive findings were limited to the corneas and con¬ 
junctivas The conjunctival changes were bilaterallv 
s)mmetrical (see figure) There were 3-by-4-mm 
uedp shaped, fleshy conjunctival groxvths neai 
le limbus at the 180-degree meridian nasally and 
emporally m each eye In the right eye, two xvhite, 
unse, Imear comeal opacities were exudent in the 
vomeal structure near the limbus at the 9 and 12 
0 c ock positions The left cornea xvas clear The 
central comeal areas were clear, and the corneas 
"ere neither tlunned or thickened in anv area The 
Mrrected visual acuity xvas 20/20 in each eye 
'ure was no band-shaped keratopathy, ux'eibs, 
ens opacitx', or retmal change 

in tile neck suggested hx perparatlix- 
'sm, and surgical ex-plorition xx is scheduled, 
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even though the clmical picture contained sex^eral 
features xvhich xvere not m complete accord xvitli 
simple parathyroid overactivity At operation on 
Nov 10, 1958, the th)Toid itself xvas found to be 
pale and to contain sex'eral nodules m the lobes of 
the isthmus, xvhich proved to be benign adenomas 
The parathyroids xvere normal, and all four xvere 
identified An enlarged, firm lymph node xvas found 
lateral to the right mtemal jugular vem and xvas 
removed The carotid sheaths and mediastmum 
xvere normal Because of the nodules found m the 
thyroid, a subtotal resection xvas done Histological 
study of the lymph node revealed noncaseous 
granulomatous changes, compatible xvith Boeck’s 
sarcoid Recovery xvas uneventful 
Beginning on Nov 22,1958, the patient xvas given 
coitisone, 200 mg daily for 4 days and then 100 mg 
daily for 10 days No further steroids xvere given 
Within a xveek after therapy xvas begun, nocturia, 
polyuria, and excessive thirst had subsided and the 




Fig 1 —Right eye showing conjunctival parahmbal growths 
and comeal opacities at 9 and 12 o clock positions 


patient reported that she felt better than she had 
for some time On Nox' 12, the serum calcium level 
had been 12 4 mg per 100 ml and the morgamc 
phosphorus value 2 7 mg per 100 ml, by Nov 28, 
SIX days after the first dose of cortisone xvas ad- 
mmistered, semm calcium level xvas 10 9 mg per 
100 ml and inorganic phosphorus value 2 85 mg 
per 100 ml On Dec 8, the blood urea nitrogen 
level had dropped to 18 mg per 100 ml In the 
folloxving XX eeks, her gastrointestinal s>miptoms van¬ 
ished and her appetite returned, six months later 
she had regained 25 lb Her appearance, particu¬ 
larly the skin and hair, had considerably unproyed, 
hoxxexer, the corneal opacities in tlie nght eje 
decreased onlx shghtlx in densitx' and the conjunc- 
tiyal grow ths remained unchanged The blood pres¬ 
sure remained elexated for three months but then 
graduillx declined to 140 to 150/90 to 100 mm Hg 
Clinical and laboratorx improxement had been 
maintained until the time of this xxnhng 
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Comment 

Although hypercalcemia associated with sar¬ 
coidosis was recognized earlier,’ until 1948 the renal 
insufficiency of sarcoidosis was generally attributed 
to granulomatous involvement of the kidneys Al¬ 
bright and Reifenstein= directed attention to the 
frequent correlation of elevated blood and urine 
calcium levels with renal stones and nephrocalcino- 
sis Further reviews ^ pointing out the close relation¬ 
ship between ocular (band keiatopathy and diffuse 
corneal calcification) and renal manifestations 
(nephrocalcinosis and renal insufficiency) strongly 
implicated hypercalcemia as the underlying patho¬ 
logic entity The incidence of elevated serum cal¬ 
cium levels in sarcoidosis has been estimated at 20 
to 30%,'’ altliough only four instances in 86 patients 
were found in another series® An apparent pre¬ 
dilection for sarcoid-afflicted males to develop 
hjqiercalcemia and renal involvement has recently 
been noted “ 

As m any disorder associated with hypercalcemia, 
the patient with sarcoidosis may present sj^mptoms 
of dry mouth, anorevia, nausea and vomiting, vague 
abdominal pains, constipation, and pruritus, and 
many ultimately suffer from renal stones, depression 
of renal function, and metastatic calcification In 
cases of mild hypercalcemia, such readily accessible 
signs as band keratopathy and diffuse calcification 
of the cornea may be the sole clue to the diagnosis * 
The characteristic laboratory findings in sarcoido¬ 
sis are elevated blood and mine calcium levels, nor¬ 
mal or elevated serum morganic phosphorus values, 
normal serum alkaline phosphatase levels, and low 
fecal calcium values The pathogenesis of hyper¬ 
calcemia in sarcoidosis has not been clarified, at one 
time It was thought to be related to hyperprotein- 
emia, but effective arguments against this view have 
been published ® Although small punched-out bone 
areas aie found in 15 to 29% of patients with sar¬ 
coidosis, these patients are not always those who 
develop hypercalcemia ” Parathyroid hyperactivity 
has likewise been postulated as the mechanism 
underlying hypercalcemia, but this hypothesis has 
been abandoned for want of exploratory and 
autopsy evidence to support it 
It has been suggested that the symptoms of 
hypercalcemia of sarcoidosis may be due to the 
endogenous elaboration of a substance similar to 
vitamin D ” These patients absorb excessive 
amounts of calcium and phosphorus from the gas¬ 
trointestinal tract, and fecal calcium levels are low 
Urinary calcium excretion in excess of dietary m- 
take could be explained as being due to the second 
(parathyroid) action of vitamin D, i e, mcreased 
urinary excietion of phosphorus, loss of serum 
phosphoms, unsaturation of serum calcium phos¬ 
phate demineralization of bone, increase of serum 
calcium value, and, thus, increased loss of calcium 
m the urine However, no such substance has been 
identified, and the theories which have proposed to 
account for it are mainly inferential It may be that 
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patients with sarcoidosis are more sensitive to 
ac inic rays than other people, that they are u 
able for some reason to inactivate vitamin D or 
that both these conditions obtam Hennem4“ 
reported on two patients with hypercalcemia who 
had been successfully treated with steroids but who 
reverted to having high serum calcium levels in sun 
ny weather Impairment of the inactivating mecha 
msm is suggested by the fact that patients with sar 
coidosis are much more suscepbble to vitamin D 
poisoning than normal persons Anderson" has 
shown also that patients with Cushing’s disease 
absorb little calcium from the gastrointestinal tract 
and that absorption cannot be accelerated by ad 
ministration of vitamin D in therapeutic amounts 
Further, hypoparathyroid patients well controlled 
with dihydrotachysterol developed tetany when 
treated with cortisone, despite continuation of in 
gestion of calcium and vitamin D Conversely, in 
hypervitammosis D, cortisone may reduce elevated 
serum calcium levels to normal despite continuation 
of the vitamin D intoxicant Because of the gen 
eral similarity m the molecular structure of corti 
sone and vitamin D, it is conceivable that substrate 
compehtive mechanism may account for the anfag 
onistic acbon ” 

The reasons for the beneficial effects of cortisone 
in the treatment of hypercalcemia have not been 
explained If it is true that hypercalcemia is due 
to the endogenous elaboration of an unidentified 
vitamin D-like substance and that corbsone in some 
way interrupts its manufacture, one is at a loss to 
account for the prolonged results often observed- 
persistently normal serum calcium values and im 
proved renal funchon—after a single short-term 
course of steroid theiapy Phillips ’■* reported a case 
closely resemblmg ours m which hypercalcemia had 
not recurred two and one-half yeais after only U 
days of steroid therapy In addition to the beneficial 
effects on seium calcium, Phillips also reported that 
his patient’s corneal calcifications gradually disap 
peared and kidney function steadily improved 
Because the action of cortisone on the calcium 
abnormalities coincides roughly in time with its 
actions on other manifestations of sarcoidosis, it has 
been suggested that the reduction of elevated serum 
calcium levels after administration of cortisone is 
merely one aspect of general improvement, imply 
ing that sarcoid granuloma may pnmanly ana 
specifically disturb some critical locality m tne 
body A recent report proposed that a pnmar)’ 
renal defect produces the hypercalciuna m sar 
coidosis and decrease in fecal calcium is a compen 
satory factor 

The clinical characterisbcs of renal msufficien 
m sarcoidosis differ somewhat from those of rena , 
failure and other disorders Hypertension, re P 
alhy, and cardiac mvolvement may b® nj™® 
absail, and urmalysjs may show normJ 
except for alight albummnna 

gravity - Hypercalcemia even of bnef “ 

Lreases the ability of the kidneys to pro<la« 

im 
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concentrated urine'' Focal renal tubular lesions 
(cellular edema, necrosis, and calcification) are 
found in the ascending limb of Henle’s loop, the 
'distal convoluted tubules, and the small collecting 
tubules, and calcified debris may occlude the 
tubules, which results m dilatation The anatomic 
conditions are thus ideal for the development of 
pielonephntis and renal stones Renal failure in 
sarcoidosis mav arise from tuberculosis and pye- 
lonephntis and rarely from sarcoid granuloma 
infiltration m the kidney substance,’® but m most 
cases It IS due to nepbrocalcinosis 
The Inpercalcemia of sarcoidosis must be differ¬ 
entiated from that due to otlier causes, particularly 
ntamm D intoxication, milk-alkali (Burnetts) syn¬ 
drome, hjperparathj'roidism, multiple myeloma, 
osteoporosis, and metastatic cancer The diagnosis 
of vitamin D mtoxication is usually based upon a 
histon' of mgestion of large amounts of vitamm D 
Normal people must mgest more than 150,000 units 
of \itamin D per dav for several months before 
h)'percalcemia appears The milk-alkali syndrome 
IS charactenzed by a histor)' of ingestion of large 
amounts of these substances and prompt remission 
of symptoms when mtake is discontinued, urme 
calcium levels are usually low In hyperparathyroid¬ 
ism, the serum phosphorus is low, bone changes are 
generalized, and the dental lamina disappear A 
therapeuhc tnal of cortisone svill cause prompt 
reduction in the amount of serum calcium m sar- 
eoidosis, but this is not the case in h>'perparathy- 
roidism In one very rare case of parathyroid 
adenoma and sarcoidosis, the lack of response to 
cortisone led to the correct diagnosis of h^^per- 
parathvroidism, upon removal of the adenoma the 
serum calcium level fell to normalThe hyper- 
globulmemia of multiple myeloma may be differ¬ 
entiated from that seen m sarcoidosis by the typical 
electrophoretic pattern of the globulin m myeloma, 
plasma cells found in the bone marrow, and Bence 
Jones proteinuria Osteoporosis with hypercalcemia 
jna} occur m any clinical situation characterized 
0) acti\e bone formation, such as enforced rmmo- 
Dilization in a growing child or extensive osteitis 
deformans (Paget s disease of bone) Inhibition of 
osteoblastic activit)' m these disorders results m 
hjliercalciuna and eventual hypercalcemia Meta- 
s^tic cancer may be distinguished upon the finding 
of a pnmary malignancy elsewhere and dissimilari- 
j>es in the roentgenographic appearance of the bone 
esion Rarely lymphomas and mahgnancies without 
one invasion may also result m elevated blood 
calcium levels 

itli reasonable circumspection, the differential 
■agnosis between the hypercalcemia of sarcoidosis 
on other hvpercalcemic states may be made on 
cinical grounds Nonetlieless, the cortisone test is 
0 useful adjuvant Isolated mstances of posi- 
"0 response to steroids have been noted m dis- 
crs With elevated serum'calcium levels, notabb 
^^rs,””’ hTuphoma,®” multiple mveloma,”® milk- 
oli svndrome,''"’ and mihary tuberculosis Fail¬ 


ure to respond is consistent with hyperparathjTOid- 
ism and excludes the possibility that vitamin D 
mtoxication, infantile hj'percalcemia, and sarcoidosis 
are causes of hj^percalcemia In those cases of 
sarcoidosis in which hypercalcemia is associated, 
the diagnosis is an important one since prolonged 
relief can be achieved xxath steroid therapy 

Summary 

Symptoms referable to the eyes or the kidnevs 
may be the sole presenting complaints m hyper¬ 
calcemia due to sarcoidosis In the case presented, 
long-term remission (15 months) of the hypercal¬ 
cemia of sarcoidosis was obtained xvith a I4-dav 
course of cortisone therapy Early recognition and 
treatment of these signs are important m order to 
prex'ent severe ocular damage and irreversible renal 
impairment 

596 S Carroll St 


Dr Daniel G Vaughan provided ophthalmologic il con¬ 
sultation and the photography for tins paper 
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Coronary Atherosclerosis as a Cause of 
Unexpected and Unexplained Death 

An Autopsy Study from 1949-1959 

David M Spam, M D , Victoria A Bradess, MD,and Charles Mohr, Brooklyn, N Y 


T he proper interpretation of the cause of 
death in sudden, unexplained, and unei^ected 
fatalities in adults has assumed added 

in view of the many geographical, population, Md 
epidemiologic studies currently bemg conducted 
relative to the factors associated Avith atherosclero i 
h"La Some of the alleged * 

relabve frequency or incidence of ™ * 

disease and coronary te 

Suits, particularly '' 

Vnlhnlln, N Y 


The frequency of coronary atherosclerotic 
heart disease as a cause of sudden unex¬ 
plained and unexpected death in adults was 
determined in a series of 1,329 consecuhve 
autopsies "Sudden deaths" were dmded 
into three categories according to the dura 
non of the fatal episode less than one hour, 
between one and three hours, and undeter 
„,ned (unwitnessed) In 
lasting less than one hour 422 of 4 
while males ,rd 32 of 66 
from coronor, afherorclerohc hef" 

In Ihe onwilnessed folohlies ond where IW 
episodes were over one hour coronory o 
erosclerosis was the coose of deodi m to 
Ihon 60% Corob,al hemorrhoge os o coe 
of sudden death was similarly studied Th 

Mooses of ce^hrol hemorrhoge 

of 584 witnessed sudden deaths 
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able data at great expense and labor have been ac¬ 
cumulated on many individuals over a penod of 
\ears ’ The sudden, unexplained, and unexpected 
death m a proportion of these cases under study in 
which no autopsv lias been performed is a tremen¬ 
dous vaste and mav jeopardize the validitv of 
some of the conclusions If vital statistics are to be 
utilized properb' in studies concerning coronarv 
arten’ disease, it is imperative that their accuracv 
be increased Tlie correct interpretation of the cases 
of sudden death can be helpful in such an en¬ 
deavor 

Tlie subject of the causes of sudden death is con¬ 
fused b\ the varietx' of definitions as to what con¬ 
stitutes sudden death In one of the standard texts 
on the pathologx' of the heart, sudden death is de¬ 
fined as ‘unex'pected death occurring within 24 hours 
From the onset of sjanptoms’ " Others consider 
onl) those fatalities occurring within minutes of the 
onset of acute saanptoms as belongmg to the cate- 
5 on' of sudden deatli Basic to the correct evalua¬ 
tion of these deatlis is mformation as to whether 
or not the acute fatal episodes were witnessed 

In 1934, Hamman reported tliat disease of the 
eoronarj' arteries accounted for 40% of the cases m 
700 autopsies performed after sudden death An 
lutopsv studv in Copenhagen on 500 cases of a 
sudden death revealed that 79% were associated 
snth advanced coronan' sclerosis ^ In 1948, Rabson 
and Helpem found that coronary sclerosis accounted 
for 30% of the sudden natural deaths in the New 
i’ork Cit)' medical examiner s oflBce ’ Obviouslv 
these vanations are dependent on the over-all pat¬ 
tern of disease in the particular community at the 
time the studies were made as well as on the defini¬ 
tions utdized m the classification as cases of sudden 
death 

In order to bring some clarity to this problem 
so that some of the cases of sudden death may be 
correctlv and profitably utilized m the previously 
mentioned tidies of studies, all of the cases of sud¬ 
den, unexplamed, and unexpected natural deatlis 
in adults on which autopsies were performed and 
"hich were reported to the medical examiner’s 
office in Westchester County, New York, were 
analyzed over a period of 10 years The total popu¬ 
lation of M^estchester County at the begmmng of 
this studv in 1949 was about 675,000, and by the 
end of the study, m 1959, it had risen to approxi- 
oiate]} 850,000 The community consists of several 
oihes ranging in population from 40,000 to 100,000, 
" 1 th some smaller towns and villages A fair 
amount of mdustrx' is present Many persons re¬ 
ading m the suburban areas commute dailv to 
bew York City for their livelihood A fexv semi- 
laril areas are present The per capita income is 
above tlie average for the rest of the countrj' The 

Paltli facilities, standards, and condibons of the 
m nbitants are xvell above average About 6% of 

m population is Negroid 
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Fmdings 

The general mformation on the total number 
of cases reported to tlie medical examiner’s office, 
the number of natural deatlis, and their distribution 
according to sex and race, upon which tins study 
is based, may be observed m table 1 Those natural 
deaths in which an adequate medical historv was 
ax'ailable and m which a reasonable diagnosis 
could be made on the basis of sufficiently accurate 
data, autopsy was not performed, because the 
deaths did not fall wntliin the provisions of tlie 
medical exammer’s law Autopsies were performed 
m cases of all other sudden, unexplamed, and unex¬ 
pected natural deaths Over the 10-year period, 

TABLE 1 —Total Number of Natural Deaths Reported to 
Medical Examiner’s Office with Distribution 
According to Age and Sex* 

Negro White 

Total 3Icn ■V\onien Men Women 
Number of eaces 6 Co2 


Number of ca^es of natural 
death 2C4a 


Number of natural deaths of per 
sons over 30 years of age in 
which the futal*ty was -sudden 
unexpected or unnitnes^ed 
with insufficient medical infer 
mation a^ ailable to establish a 
reasonably accurate dIngno«i« 1 329 


Anal>-^is of 13*29 cases In which 
autopsies were performed in all 
of the«e cases in persons o\er 30 
year® of age ^vhose death® ucre 
witnessed unexpected and sud 
den and occurred within min 
utes or within one hour of 


on et of fatal epi®ode 

5Si 

32 

22 

463 

66 

LnwltDe««e(l unexplBlned and un 
expected death® 

541 

37 

19 

363 

in 


Unexplained and witnessed death® 
death® in persons sunhing at 
Iea®t one hour after onset of 
fatal episode 204 


* Period of Study—March 9 1919 to Dec 31 19j9 

these consecutively performed autopsies totaled 
1,329 In all of these cases a standardized tech¬ 
nique was utilized for the examination of the car¬ 
diovascular system, since practicallv all of these 
cases xvere being included in other studies on coro¬ 
narv' arterj' disease Complete autopsies w'ere per¬ 
formed on all of these cases 

For the purposes of this study, tlie deaths were 
classified into the following three major categories 
(1) sudden death occurring w'lthm one hour from 
the onset of the acute episode and where the epi¬ 
sode xvas w-itnessed, (2) unexplamed and unex¬ 
pected death m which the acute episode was over 
one hour m duration and w'here the episode was 
witnessed, and (3) unw'itnessed, unex-plamed, and 
unexpected natural deatlis m which the duration 
of the icute episode w as not known 
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tills final category the subjects were usually 
found dead in their bedrooms or elsewliere and 
because no one had witnessed tlus episode, its 
character and duration could not be determined 

TABLE 2 —Causes of Death in Consecutively Performed 
Autopsies on White Men Who Died Unexpectedly 
and Suddenly from Natural Causes Within One 
Hour of Onset of Acute Fatal Episode* 

Onus. 01 ,-_,Over 

Doatb 11 11 %-iQ 41 45 45 50 51 53 G(S CO Cl Co CG 70 70 No % 


Coronnrr 

nrtcry 

cllscn«e C 


'■>< Gt CO 72 C7 41 26 23 422 01 


Other 0 G309042fi419 

Total « 53 67 75 81 73 43 28 29 403 100 


JAMA, Sept 24, 19fio 


Analysis of the cause of death m white women 
m the same category revealed that advanced colo¬ 
ny atherosclerosis accounted for anly 52% (see 
table 4} In women under the age of 50, the non 
coronary artery disease causes outnumbered the 
coronary occlusions This was reversed in pahenls 
over 50 years of age 

TABLE 4 —Sudden Death in White Women with an Acute 
Fatal Episode of Less Than One Hour* 


4ge^ Tr ToUl 
31 50 

15 19 3} 

19 13 3’ 45 

_ 34 32 CG no 

‘Fatal episode was witnessed These include all eases la whldi 
autopsy was perlormed tailing within the abo\e described cateeorr 
and Mported to the medical examiner s office of Westchester Couatr. 
New XorX, from March 9, 1949, to Dec 31,19o9 


Cause of Death 
Coronary artery disease 
Other 
Total 


‘Acute episodes were witnessed These include all cases in which 
autopsy was performed, falling within the abosc described category 
and reported to the medical examiner s office of Westchester County 
from March 9 ,1049 to Dec 31, 39o9 

In table 2 die frequency of coronary atheroscle¬ 
rosis, wtli or -svitliout superimposed dirombi, as the 
cause of death m consecutively performed autopsies 
on white men who died unexpectedly and suddenly 
from natural causes ivithin one hour of the onset 
of the witnessed acute fatal episode, may be ob¬ 
served In tins category of relatii'ely instantaneous 
deaths, winch numbered 463, 91% were caused by 
advanced coronary adierosclerosis Theie was no 
particulai age trend as far as tins percentage was 
concerned 

Table 3 is a detailed listing of the causes of 
death other dian coronary artery disease in dns 

TABLE 3 —List of Causes of Death Other than Coronary 
Artery Disease in White Men Dying Suddenly and 
Unexpectedly Within One Hour of Apparent 
Onset of Acute Fatal Episode* 


In table 5 the causes of death are noted in the 
cases of white adult males who had died unexpect 
edly, xvidiout external evidence of poisoning or 
violence, and xvidiout witnesses to die fatal epi 
sodes, in which autopsies were performed In this 
classification only 61% of the deaths could be attnb- 
uted to disease of the coronary arteries Again, 
no significant age trend could be noted The de 
tailed causes of death other dian coronary arter\> 
occlusion m these white men xvhose fatal episode 
xx'as unwitnessed, may be noted in table 6 Cardio¬ 
vascular disease, other than coronary, atherosclero¬ 
sis, portal cirrhosis of die liver, xvitli its various 
complications, acute alcoholism, and acute fulmi 
nating infections, were prominent among tlie causes 
of death Spontaneous intracerebral or subarach 
noid hemorrhage accounted for only six deaths in 
tins category In women, m dns unxxutnessed group 

TABLE 5 —Cause of Death in White Men in Which Autopsy 
Was Performed, Who Died Unexpectedly, with No External 
Evidence of Poisoning or Violence* 


Causes 

Cases, No 

Cardiovascular 

Calcific aortic stenosis 

7 


Dissecting aneurysm of aorta 

0 


Ruptured aortic aneurysm 

3 


Idiopathic ‘myocarditis’ and/or hypertrophy 

5 


Rheumatic heart disease 

3 


Total 


24 

MassKo intracranial hemorrhage 

Cerebral and/or subarachnoid 



Portal cirrhosis of lit er with complications 


3 

Fulminating infections (meningitis pneumonia) 


3 

Pulmonary hemorrhage 

(tuberculo'?Js, caicinoma, bronchiectasis) 


a 

Acute hypersensitivity state ‘ 

Status cpllcptlcus 


,1 

Total 


41 

* These fatal episodes were witnessed 


category of sudden, witnessed fatalities in adult 
xvhite males Of the 41 cases m this group, 24 re¬ 
vealed cardiovascular disease odier than corona^ 
atherosclerosis There xvere only six patients xvho 
died from spontaneous mtracerebral or subarach¬ 
noid hemorrhage in this category 


Age, Tr 


Da 

auso of dcr 
Death 
ronary 
rtery 
iseaso 


Orer, 


Totnl 


3 > 30 40 41-4d 40 oO 51 5» 50 GO 01 Oj 00 70 70 Xo 


'otnl 


4 

9 

13 


14 

39 


20 

20 

40 


45 

2o 

70 


48 

^7 


31 

24 


27 

17 

44 


g 2b Gl 

10 143 ® 

19 SCS IfO 


Fatal episodes were unwitnessed These Include all cn'cs on 
opsy was performed falling within the nUo;c described 
I reported to the medical examiner s office of 11 csfchcsfcr Counn 
[• TorX, from March 9, 1949, to Dec 31,19o9 

r coronary artery disease xvas responsible for onlv 
7v of die deaths (see table 7) 
riiere was a total of 204 cases of unevplainea 
d unwitnessed deaths surviving at least one h™ 
er die onset of the acute fatal episodes The se^ 
ttion of these subjects into women and men, 

> and xvhite, rendered the numbers entirely 
all for significant statistical d^rmjnation ^ 
“r the over-all percentage of deadis from 
atherosclerosis xvas under 55% 
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Analysis of tlie various causes of sudden death 
m Negro men and women indicated that coronary 
^ery disease accounted for less than 60% of the 
total Here agam, the numbers were too few for 
lalid statistical determination 
Special attention was devoted to the cases of 
spontaneous mtracerebral or subarachnoid hemor- 
rliage The findings relative to tins may be observed 
in table 8 It mav be noted where the fatal episode 
was witnessed, tlie duration of the acute terminal 
episode was under one hour in 14 cases and over 
one hour in 39 cases 


mstantaneous deaths in white men were caused 
by coronary atherosclerosis and its comphcabons 
tlie categorical exclusion from consideration in any 
epidemiologic study of such cases in which no 
autopsy was performed can sigmficantly modify 

TABLE 7 —Age Distribution in Unwitnessed Unexpected 
Natural Deaths in White Women* 

Age Tr Total 



Caii«e of Death 

31 aO 

ol 80 

^o 

% 

Coronary 

artery disca e 

7 

34 

41 

3o 

Other 


34 

42 

76 

6o 

Total 


41 

7C 

117 

100 


Comment 

The results of this study show tliat m any par¬ 
ticular community the relative frequency of the 
lanous causes of “sudden death” will depend on 
the definition of sudden death, the racial and sexual 
composition of the cases, and the general disease 


TABLE 6 —List of Causes of Death Other Than Coronary 
Artery Disease in White Men Dying Unexpectedly 
from Natural Causes with an Unwitnessed 
Fatal Episode 


Causes 

Caidioi ascuJnr 
Calcific aortic stenosis 
Dj««€ctlng aneurysm of aorta 
Suptured aortic aneurysm 
Idiopathic myocarditis and/or hypertrophy 
Rheumatic heart disease 
Cor pulmonale and emphysema 
Syphilitic cardio^ a«cular dl«ea«e 
Total 

Spontaneous Intracranial hemorrhage 
Portal clrrhosi of liver with complications 
(aLo fatty Iher) 

Icute alcoholism 

Infections c g pneumonia inenlDgiti« 

Tumors 

Pulmonary tuberculosis 
511 cellaneous 


Coses No 

6 

2 

7 

6 

6 

5 

1 

31 

6 


SO 

21 

22 

7 

2 

22 


pattern of the community Depending on what con¬ 
stitutes the defimtion of sudden death the fre¬ 
quency of coronary occlusion as a cause of such 
fatalities m caucasoid men vanes from under 60% to 
o\er 90% If cases of sudden, unexplained, and unex¬ 
pected death in adults, m which autopsies were not 
performed, are routinely recorded in the United 
Mates as coronary occlusion or some synonym 
thereof, m only one category of “sudden death” could 
fins practice be expected not to seriously distort 
'itil statistics This is the categorv m which the 
■'eute fatal episode has been witnessed and the 
uration is under one hour m caucasoid men In 
lose deaths in which the duration of the acute 
ital episode is over one hour, coronary occlusion 
5*5 1 cause drops to under 60% In women and 
^ egro adults, it is even less In the first categor) 
'U 1 ^ 1 *'^ mstantaneous death m white men, it is 
'1 ^ accuracy could be increased beyond 

'e 0% figure, if additional descriptive facts con- 
‘^>ng the nature of the acute terminal episode 
evaluated Since over 90% of the relatively 


*The e Include all co^es in which autopsies were performed falling 
within the abo\e described category and reported to the medical ex 
nmlners office of Westchester Countj New York from March 9 1949 
to Dec 31 19o9 


the figures The magmtude of the bias created by 
such a practice can be appreciated when it is 
realized that approximately 25% of all deatlis from 
coronary artery disease m men m Westchester 
County are processed through the medical exam¬ 
iner’s office 

Since, m any community, the over-all pattern of 
disease, such as the incidence of tuberculosis, por¬ 
tal cirrhosis, and others, can significantly influence 
the relative frequency of coronary artery disease 
as a cause of sudden death, it is imperative that 
the relabve frequency or incidence of these enti¬ 
ties as causes of sudden death be established by 
consecutive senes of autopsy studies before the 
group as a whole can be utilized for vital stotistics 
or epidemiologic studies 

In some areas of the world, it is the practice to 
record many of the cases of sudden death in which 
autopsy was not performed as caused by cerebral 
vascular disease However, analysis of the duration 
of time of the acute fatal episode in spontaneous 
mtracerebral oi subarachnoid hemorrhage mdicates 
that death from tins cause usually produces an acute 


TABLE 8 Cases of Witnessed Fatal Episodes Secondary 
to Spont^noous IntraersnisI Homorrhage in which 
Autopsies were Performed* 


Duration of Time from 
On«ct of Episode to Death 
Under 1 hr 
0\ er 1 hr 
Total 


Type of Hemorrhut,e 
■ _ 


Intni 

Subarachnoid 
Secondarj 
to Con|^enltHlr- 

lotal 

cerebral 

Aneury^m 

No 

% 

4 

10 

14 27 

-O 

14 

39 

73 

29 

24 

53 

100 


• Ttic«c Inelu.le all In ahich autnp Ic acre performed fallini. 
aithin the above described category and reported to the incfllcal cv 
amlners ofHcc of Vc tche ter Counts Xen Xork from March o Vin 
to Dec 31 ]Oj9 


episode that is most frequentlv over one hour in 
duration Even disregarding the duration of tune, 
the over-all frequenev of acute cerebral vascular 
episodes as a cause of sudden death is msigmficant 
compared to coronarv arten disease In tins stud\, 
it was present as a cause onl\ 12 times in over 900 
deaths m white men 


12 .> 
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If analysis of sudden death is to be profitably 
utilized in various studies, it will be necessary to 
Have detailed reports, somewhat similar to this 
one, on consecutive autopsies performed by medi¬ 
cal exammers from vanous parts of the United 
States Deficiencies of the material available to 
date include failure to perform autopsies on con¬ 
secutive cases of une\-plained natural death, varia¬ 
tion m standards of autopsy technique, as well as 
in the interpretation of autopsy findmgs, and varia¬ 
tions in the definition of sudden death 

Summary 

Analysis of consecutive autopsies on cases of 
"sudden death” m ivhite men, m which the dura¬ 
tion of the witnessed fatal episode was less than 
one hour revealed coronaiy^ artery disease as a 
cause in over 90% In all other categories coronary 
nrten' disease was a cause of death 60% of the time 
or less 


jama, Sept 24 , ig^ 


Cerebrovascular disease usually produces a ter. 
rninal fatal episode that is over one hour in dura 
Sth”’ ^ I'elatively infrequent cause of "sudden 

Linden Blvd & Rockaii'ay Pkivy (12) (Dr Spam) 

supported, m part, by giants from tlie 
Westchest^ Heart Associabon and from the National Heart 
Inshtute, Department of Health, Education, and tVelfart 
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ANATOmCAL PREPARATIONS OF HARVEY-In March, 1823, the late 
Ear] of Winchilsea presented to the College some anatomical preparations 
* which belonged to his ancestor Dr Harvey, for the niece of Harvey was 
married to the Lord Chancellor Nottingham, of whom the late Earl was the direct 
descendant, and possessed his property At Burleigh on the Hill, where these curious 
preparations had been carefully kept, is a fine picture of the illustnous physician 
Lord Winchilsea, in presenting them to the College of Physicians, expressed a hope 
that these specimens of the scientific researches of Har\'ey might be deemed worthy 
of their acceptance, and tliought that they could now'here be so well placed as in 
the hands of that learned body, of v'hich he had been so distinguished a member 
The preparations themselves consist of six tables or boards, upon which are spread 
the different nerves and blood-vessels, carefully dissected out of the body in one 
of them the semilunar valves of the aorta are distinctly to he seen When Harvey 
delivered his Lumleian Lectures, he may frequently have exhibited these prepara¬ 
tions, and bv tlieir help explained some points of his new doctnne of the cuculahon 
of the blood They were most probably made by Harvej' himself, and he might have 
learned the art in Italy, for he studied at Padua in 1602 A few years afterwards, on 
his return to England, he was appointed anatomical and surgical lecturer to tlie 
College of Physicians, and m 1616, read a course of lectures there, of which the 
original manuscnpts are pieserved in the British Museum In the College of Sur¬ 
geons are some preparations similar to these of Haiwey, which onginally belonged 
to the Museum of the Royal Society', kept at Gresham College They were the 
generous gift of John Evelyn, Esqiure, who bought them at Padua, where he saw 
them, with great industry and exactness (according to the best method then used) 
taken out of the body of a man, and very cunously spread upon four large tables 
They were the work of Fabntius Bartoletus, then Veshngius’s assistant there, and 
afterwards physician to the King of Poland Vide Catalogue or Description of the 
natuial and artificial Rarities belonging to the Royal Society, etc By Nehemiah 

^Imce Se time of Harvey, the method of preserving different parts of the body 
lias undergone many changes, and much improvement, and the history of the art 
would be a subject of curious investigation „ ,, t. r » . 

In the Ph.losoph.caI Transactions for May 7. WSe hlr fV'' 
he had invented of preserving or embalming the embryo of a cluck in a glass filM 

Lb spin, of winc^to which be 

served it never coagulated the spirit of vine me 

J Murray, 1828 
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FRACTURE OF THE MONTH—NO. 3 


Tibia and Fibula 

Otto E Aufranc, M D , Boston 


Dr J H Dimon a 45-year-old carpenter fell 
3 feet from a scaffolding one hour before admis- 
n to the emergency ward of the Massachusetts 
neral Hospital His right leg was caught behveen 
0 boards, and he suffered a transverse fracture 
(he nght tibn and fibula at the junction of the 
tal and middle tlurds (Fig 1) The skin was 
good condition, and the circulation and sensi- 
a were normal in the foot He could move his 
!S sitisfactorilv He was in good general health 
ree hours pnor to injurj', the patient had eaten 
light breakfast Four years prior to injury, he 
1 spontaneously passed a ureteral calculus Blood 
dies were witlim normal limits 


Discussion of Treatment 

3r R A Maio I believe this fracture would 
1 into the category of a stable tibnl fracture 
iich, when placed end on, would not be inclined 
override and shorten and should be able to be 
itrolled in a long leg cast I would apply the 
tial long leg cast while the patient is under 
'Pendine (Demerol) analgesia and would put 
! knee in about 30° of flexion I would then keep 
! patient m bed for at least seven days and re- 
nipulate the fracture if position was lost, pos- 
Iv using anesthesia I would expect him to be 
'og crutches in 10 days to 2 weeks and putting 
' down, m a cast, approximately 10 weeks 
or injurj' 1 would expect that long leg cast 
mobilization would be required for 6 to 8 months 
^ Would select the conservative method of treat- 
l this fracture because I think it is a stable 
nctv of fracture and beheve it unnecessary to 
ject tile patient to the risk of open procedure 
irtlier believe that, in estimating the value of 
fracture treatment of the tibia, one 
0" d be more concerned with the lack of com- 
■oitions in consenutive management and the 
w actor\' end-result than with tlie speed m which 
3 can be discarded or considera- 

j H when the patient returns to work If I found 
^5 ti ^ rnaintain this fracture m satisfacton' 
i(^°t’ open procedure seemed indi- 

. W'ould insert an mtramedulHn^ Lottes nail 

lassachusctts General Hospital 


Db J D Lowell The x-ray films show several 
small fragments of bone mterposed between the 
two major components of the tibia The fibula is 
fractured at essentially the same level I would 
attempt a closed reduction of this fracture fiist, 
but I would anticipate trouble m maintaining satis¬ 
factory position If there was reasonable doubt at 
the time of closed reduction that good position 



Fig 1 —Trans\trse fracture of the right tibia and fibula 


could be mamtamed, I would be prepared to stabi¬ 
lize tlie fracture until a Lottes nail Tins Dqie of 
operative treatment would allow earlv mobilization 
of tlie patient In addition, excellent reduction and 
alignment could be obtamed and mamtamed, and 
I tlnnk the patient could return to work many 
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months cailier than if the fiactuie weie treated 
conseivativelv 

Dr T L DeLobme I agiee with Dr Lowell 
Dn W R MacAusland, Jr I would try a 
closed reduction in the operating room, however, 
othei methods of fixation should be available—per¬ 
haps a Lottes nail 
Since the medullary 
cavity IS quite nar¬ 
row, a plate may be 
preferable 
Dr E F Cave I 
think I would immo¬ 
bilize this patient in 
a plaster cast 
Dr Dimon (Resi¬ 
dent) It was felt by 
the resident staff that 
a Lottes nail should 
be used in this case, 
therefoie, with the 
patient under general 
anesthesia, this pro¬ 
cedure was attempt¬ 
ed As the nail was 
passed through the 
proximal fragment, 
the segment "explod¬ 
ed” (Fig 2) 

Dr Aufranc Since 
Figuie 2 represents a 
new problem. Dr 
Mayo, what would 
you do now? 

Dr Mayo I don’t 
think I would be 
biave enough to keep 
on drivmg the nail 
down, I would pull 
the nail out and ap¬ 
ply a plaster cast, 
putting a threaded 
Steinmann pm in the 
heel and pioximal 
tibia 

Dr Lowell I 
would fix the fractuie 
with an Egger s plate 
and Paiham bands, if 
necessary 

Dr Dimon The Lottes nail was removed, and 
the fiactuie was fixed with a long Eggei’s plate 
and three Parham bands (Fig 3) The patient 
was Riven penicillin and streptomycin for 10 days 
after operation The wound healed without inci¬ 
dent We would appreciate an estimate on healing 

"'db Lownl-L It W.11 take at least Vh years to 
heal 



Pjg 2 —Appearance after in¬ 
sertion of Lottes nail 


Dr Maio I think a year or more is a cool 
estimate 

Dr Cave In four months I would remote al 
the sciews and bands and put in bone grafts Per 
haps It xvould take a year to heal, instead of 
}'ear and a half 

Dr Dimon This patient was kept in a long U 
nonweight-beaimg cast for eight months and fir 
four months m a bivalved cast, enabling lum to 
put his leg out for exercises several times a da\ 
He was using two crutches, with parhal Meicit 
bearing until 18 months after injury, at that 
he began using one ciutch only He was walk 
without support 21 montlis after operation 
years and five months after the injury, the inte 
fixation apparatus was removed (Fig 4) Ati 
time the patient’s knee lacked approximately I 
extension and 5° of flexion, as compared mth i 
opposite knee He had no symptoms whatsoeva 

Dr Aueranc Since this patient is 
develop kidney stones, ive should favor a med 
allounng early mobilization, if possible This 
ture would almost surely be displaced if it 


5i 



Fig 3 —Appearance after removal of Lottes 
lure with an Egger’s plate plus five screws and three 

bands 

held only in a cast and if the patient 

to walk Lth crutches Although "8““^/ 

m bed Will lessen the probabiUly 

l"dney stones, tins factor alone should no“l.d 

the method, however, it would 

There are several points about this 
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leed emphasis The of injury (with the leg 

aught between the boards) pioduced a seg¬ 
mented fracture of the tibn, as seen in the \-ray 
alms As Dr MacAusland noted, the manow cavity 



Fig 4 —Appearance 29 months after injury 


small and the size of nail used must be caie- 
illy chosen With the mcompletely displaced 
roumal fragment and a curved Lottes nail or one 
v large, we might anticipate what really hap- 
ened A proper sized clover-leaf nail might not 


have completed the proximal fracture as easily as 
apparently the small Lottes nail has done Tlie 
technique of mtroducmg either type of nail seems 
easy and is easy if all mechanical factors are under¬ 
stood and followed 

The visualization of fracture hnes above and 
below a displaced fracture must ahvays present 
us with the probability of tliese becoming com¬ 
pleted and displaced fractures by our manipula¬ 
tions So we need to design our action to avoid tins 

The statement ‘I would msert a Lottes nail (or 
an mtramedullary'’ nail)” makes it seem easy We 
must all be awaie of tlie hazards and think and 
act to avoid or overcome them 

The decision to change metliods of management 
and to abandon msertion of the nail seemed ad¬ 
visable, as m any calculated retreat With surgical 
wounds already made, a regroupmg of the frag¬ 
ment and another method of fixation saved tlie 
situation 

Dr Cave’s suggestion of removing the screws 
and bands and domg a bone grafting early was 
considered here The decision not to do so was 
based on two tilings 1 Tlie patient was up and 
was comfortable in a brace 2 Extensive surgical 
procedures had already been done 

It IS obvious that this fracture should have been 
treated by a closed method, if possible The sur¬ 
geon did not panic and recovered the situation 
well I believe, however, it might have been safer 
to allow the closed method a chance to work or 
fail for about a week or 10 days If, at tliat tune, 
an acceptable position had not been maintained, 
the fracture should have been treated wntli open 
reduction 


M easure for measure —‘ The Imd and the houses of the theatre district 
in London in Shakespeare’s day were part of the diocese of the Bishop of 
Winchester The brothels were in this area and they w'ere known as ‘the 
Winchester stews’ Their inhabitants were ‘the Winchester geese, and they were, 
no doubt, the prototypes of Doll learsheet and Mistress Overdone There was at 
that time no mvstery about how venereal diseases were spread 
‘ Lucio Behold, behold, where Madam Mitigation comesi 
I have purchased as many diseases under her loof as come to— 

‘ 2nd Gent To what, I prayP 
'1st Gent Judge ’ 

2nd Gent To three dolours a year ’ 

‘1st Gent Ay, and more 
Lucto A French crown more ” 

‘1st Gent Thou art always figuring diseases in me but thou art full of error, I am 
sound ’ 

‘Lucio Nay, not, as one would say, healtln, but so sound as things tliat are hol¬ 
low , thy bones are hollow, impiety has made a feast of thee 

Shakespeare Measure for Measure, 1, 2 —R R Simpson Shakespeare and Medi¬ 
cine, London, E &: S Livingstone, Ltd 1959 
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Natural Selection and the Origin and 
Evolution of Weeping in Man 

Ashley Montagu, Ph D , Princeton, N J 

An intense selection of those best fitted to resist disease has been constantly m 
progress We can feel reasonably certain that those characteristics we find in 

human beings now are the best practical compromise for dealing with infection 
which lay within the species’ power to develop Ever since man became greganoiis, 
he must have been the subject of endemic disease which, as always, attacked pre¬ 
dominantly children If the species was to survive, it was necessary that children 
should be able to overcome these diseases and develop immunity against them 

F M Burnet 

Biological Aspects of Infectious Disease, 

pp 210-211 


I T IS A curious thmg tliat man is tlie only crea¬ 
ture who weeps That is to say, man is the on y 
creature who sheds tears when he is emotionally 
distressed The shedding of tears as an acwrnpam- 
ment of emotional distress has been a^buted to 
other animals, such as the dog, f 
koala bear, and, of course, the crocodile Tlie Uut , 

however, appears to be that 

anunals may upon occasion exhibit the evidences o 
Is o'ccurs very seldom, and is the excepPo„ 
rather than the rule Tliese animals, like all terres 
trial vertebrates, possess a lacnmal system, and 
their eyes are bathed by the secretions of the lac¬ 
rimal aland, but psychic weepmg is not kno^ 
rotur a. k noZJ funcfon m any ^ 
than man Fish and aquanc animal 
am bathed by the fluid medium in which they live 

tuahi rr:;r.e=. 

arTn'r^^^^ of moire 

was to be observed 



Weeping in Primates 

Students of the primates have uniformly failed 
to observe anything resemblmg weeping m an) 
nonhuman pnmate Yerkes has witten, I 
often wondered why weeping with tears happen, 
to be so peculiarly human So far as I have ob 
served or learned with assurance from rdiabl 
authorities, no other animal weeps W 

anthropoid apes frequently cry under certain w 
cumstances which would induce like response 
the human infant or didd. but -over m such » 
Stances even when the response is extreme haie 

'“Darwm’ gave the tub,ect of weeping ^ 
thought In his Expression of the Emotions h 

eluded 

,n any way, cry 

animals, partly as a c^l to the p ^ 

from any great exemon se^^^ , esse 

screaming inevitably , J J grst consciously and. 

of the eye, and this will hn > muscles aroun 

last habitually, to the c ii,„m At the same tuna 

tlie eyes m order to ‘ J'^^of tiie eye, and the dt 

spasmodic pressure on the w j^^cessan 

tLion of the vessels have effected, tluouS 

entaihng any conscious se"saUo , 1 

reflex acbon tlie ^al glands Ym J „ t ^ 

srsrwi»to voao,, ouenad 


li 
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po«er-and of certain acbons, being more under the control 
of the Mill than others—it has come to pass that suffenng 
rcadil) causes the secretion of tears, wathout being neces- 
sanly accompanied by any other achon 

As far as it goes this is sound enough, but it 
does not go far enough Daravin nowhere ventures 
a suggestion as to how it has come about that man 
IS the onlv animal that weeps All those conditions 
to which Darwin attnbutes tlie cause of weeping 
might have occurred in any other number of spe¬ 
cies possessing the necessan' lacrimal system and 
orbicular muscles How, then, has it come about 
that weeping occurs m man alone? Does weeping 
have any adaptively valuable function m addition 
to protectmg tlie engorged eye? 

When ive turn for possible enlightenment to what 
IS by general consent the best book on the subject, 
Gordon Ljmn Walls The Vertebrate Eye, pub¬ 
lished some 70 years after Danvin s Expression of 
the Emotions, we read “The most conspicuous 
thing about the lacnmal system—psychical (emo¬ 
tion) weeping—IS stnctly pecuhar to the human 
aramal and to some species of bears, and serves 
no physiological purpose whatever Its value is 
wholly psychological and economic—as ever}' 
w Oman knows ” 

That the purpose of weepmg is wholly psycho¬ 
logical and economic is something of an overstate¬ 
ment The demal by Walls of any physiological 
purpose whatever to weepmg may be set doivn as 
perhaps the only major error of his admirable work 
Weepmg, as we shall see, has several physiologi¬ 
cally important and adaptively valuable functions 

In the present paper I propose a theory of the 
origin and functions of weepmg which is based 
on evolutionary considerations and physiological 
facts 

As IS well known, human infants do not, m most 
cases, cry with tears until they are about six aveeks 
of age, although Dr Harry' Bakwm informs me that 
he has recently seen a premature newborn infant 
"ho cried awth tears on the first day of its birtli 
Some vanability m this, as in other traits, is of 
course to he expected, but the fact remains that in 
Toost cases the human infant does not exhibit tears 
"ith its crymg until it is about 6 xveeks of age 
Weepmg, ^en, would appear to be both phyloge- 
"etically and ontogenetically a late development m 
the human species The suggestion is that xveepmg 
js a trait which developed after the assumption of 
hommoid status 


new- 


Development of Lacrymal System 

Histological study of the lacrimal system m 
com infants reveals that all tlie necessary' structural 
are present and xvell developed—glands, 
^ .,°°“'’cssels, and nerves (Axenfeld, Sclilaegel and 
I a the sheddmg of tears does not simply 

opend upon the dex'elopment of the lacnmal 
em That this system is capable of functioning 


at birth is demonstrated by the fact that the reflex 
secretion of tears may be induced by external stim¬ 
ulation of the conjunctiva It is, apparently, upon 
a more central nervous development that the human 
infant must wait before it becomes capable of 
emotional tears Dunng the early nonfunctional 
lacnmal penod, ‘lubncation” of the eyes probably 
occurs from the secretions of the tmy conjunctival 
mucous glands, and perhaps also from the tmy' 
accessorv lacnmal glands m the conjunctival for- 
nices (the lines of reflection of the conjunctiva from 
the upper and lower eyelids onto the bulb of the 
eye) 

The nerve supply of the lacnmal gland is mter- 
esting This is mamly through the lacnmal branch 
of the ophthalmic division of the fifth cramal nerve, 
which IS sensory, but cames postganglionic para¬ 
sympathetic fibers Their cells of origm are m the 
sphenopalatine ganglion and pass in the maxillary 
division of the fifth nerve, the zy'gomatic and zygo- 
matico-temporal rami of which anastomose xvith the 
lacnmal nerve, one or other of these rami some¬ 
times entirely replacing the lacnmal nerve The 
sphenopalatme ganglion is a parasympathefac cell 
station m which the greater superficial petrosal 
nerve links up the parasympathetic nuclei of the 
seventh nerve m the medulla and the base of the 
pons xvith the parasympathetic cells m the spheno¬ 
palatme ganghon From the latter, postganglionic 
fibers pass to the maxillary nerve, from thence to 
the lacnmal glands and the glands of the nasal 
mucosa and their artenes 

The motor pathway runs in tlie seventh nerve, 
but IS separated m the brain stem near the SLxth 
nerve nucleus, and the motor impulses are then 
conducted by the greater superficial petrosal nerve 
Reflex and emotional lacnmation can be inhibited 
by blockmg tlie sphenopalatme ganghon If die 
sensory root of the fifth nerve is cut and the greater 
superficial petrosal is unmjured, emotional weeping 
may persist Whereas lacnmation due to fifth nerve 
stimulation is ty'pically unilateral, stimulation of the 
sex'enth nerx'e and greater superficial petrosal re¬ 
sults in bilateral weepmg Unilateral or bilateral 
section of the cervical sy'mpathetic chain in no xvay 
interferes xvith either reflex or psychic lacnmation 

Tlie probabilities appear, then, to be that some 
more central dex'elopment m relation to the nuclei 
of the seventh nerx'e must occur before psychic 
xveepmg can take place 

An important thing to note about die nerx'e sup¬ 
ply to the lacnmal gland is that the same nerve 
components xvhich mnerx'ate it also supply die 
glands of the nasal mucosa 

If, as seems probably to have been the case, 
xxeeping xxas a trait acqumed not tuth, but some 
time after, the assumption of hommoid status xve 
hax’e to ask ourselves xx'hat factor or combmation 
of factors it xx'as m the dex elopment of early man 
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that may have been responsible £oi the appearance 
of weeping? 

Weeping in Children 

The length of the dependency peiiod of tlie 
human child immediately suggests itself Tlie hu¬ 
man child has the longest dependency period of 
any vertebiate For tlie first few years of its life it 
IS utterly dependent upon others for its survival 
Since man has evolved as a virtually mstmctless 
animal who is adaptively fitted to make ad)ust- 
ments to the environment through learned habits 
and the use of a culturally conditioned intelligence, 
it would appear that natural selection favored 
tliose early representatives of the human species 
who could put in a durable period of time pre¬ 
paring themselves or being prepared for the busi¬ 
ness of becoming durably functioning human 
beings 

During the earlier part of his dependency period, 
the human infant is without speech or the abihty 
to help himself His pnncipal means of attracting 
the attention of others when he is in distress is by 
cr)ung Crjung is essentially a mattei of the respira- 
tor)^ system and the glottis, die muscular systems 
subserving these, and changes in blood pressure 
uathin the artenes, not to mention the central nerv¬ 
ous changes or die important changes in metabo¬ 
lism and the loss of heat Babies cry with their eye- 
hds firmly closed The harder they cry the firmer 
the closure of the eyehds Tlie function of this, 
as Donders and others smce have shown, is to 
oppose the pressure of the conjunctival and deeper 
vessels of the eye For if this palpebral pressure is 
for some reason prevented or relaved there are 
likely to be breakages m the small vessels, such as 
may occur in whooping cough, in sudden explosive 
coughs, sneezing, and even in yawning and laugli- 
ter 

Effect on Mucous Membranes 

But crying also has an effect which seems to have 
been entirely overlooked so far as I can discover 
It IS that the effects of even a faurly short session 
of tearless crymg in a young mfant has a drying 
effect upon the mucous membranes of the naso¬ 
pharynx This can be easily determmed by examm- 
ing the appearance of these mucous membianes in 
such mfants as compared with the mucous mem¬ 
branes of infants who cry with tears The former 
appear to be excessively dry, cihary action appears 
to have ceased, and there is considerable congestion 
of x^essels with obvious breakages in some 

Excessive intake and expulsion of air even in 
adults will qmckly dry mucous membranes, and it 
is this intake and expulsion of air m the tearless 
crying mfant that I see as closely associated Avith 
the origin and development of weeping At tins 
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pomt we must bnefly discuss the character of tlie 
nasal mucosa 

The mucous membrane of the nose lines the 
nasal passages and covers the scroll-hke turbinates 
At the entrance to the nasal passages the mucous 
membrane consists of thick stratified squamous epi 
thehum Except for this small area tlie whole of the 
nasal passages is Imed with pseudostratified col 
umns of epithelium with many ciliated and goblet 
cells, except in tlie olfactory area There are no 
ciliated cells in the lower part of the pharynx The 
trachea, bronchi, larger bronchioles, and, in part, 
the smaller bronchioles, but not the pulmonarj 
alveoli, are Imed xvith ciliated cells 

The tunica propria binds die epithelium to the 
bony walls and affords space for blood and nen-e 
supply and lymphatic dramage In the tunica pro¬ 
pria he the small tubulo-alveolar glands which 
produce a watery fluid and mucus, the latter con 
tainmg the important bacteriolytic enzyme Ijso 
zyme Tliese glands are usually classified as serous, 
mucous, or mixed The secretions of these glands 
and of the goblet cells of the tunica mucosa together 
form a protective investment of the air passages 
down to the ends of the bronchi By virtue of the 
underlying ciliary action the secretions of these 
glands move in the mucous matrix as a contmuous 
blanket toward the nasopharynx, pharynx, and 
hypopharynx, wheie it is swallowed 
It is tlie mucous membrane of the nose that 
constitutes die most immediate contact of the 
respiratory system with the external world No 
odier livmg cells are so directly exposed to the in 
suits and assaults of the environment The nasal 
mucous membrane must xvidistand the impact of 
respired air laden with bactena, dust, particles, 
and gases Discharges from the eye entermg by tlio 
nasolacnmal ducts trickle down over it The air 
may be dry or moist, it may be at subzero tempera 
ture or very hot, and changes in die temperature of 
the respired air may vary rapidly from hot to cold 
The mucous membrane is adapted to meet all these 
contingencies, except when the insults are made to 
go too far, as when contemporary civilized man, m 
certain parts of the world, devises methods for 
virtually inactivatmg die functions of these mem 
branes by so-called central heating or air-condition 
ing By thus excessively drying out these mem 
branes he lays Inmself open to die invasion of oi 
smfr of noxious micro-organisms, and promptly pro 
ceeds to blame die ensuing disorders upon the 
xveather! There can be litde doubt that the majonti 
of the contemporary ear-nose-and-throat speciaiis 5 
patients are suffering from disorders from wh'cn 
they would not otherwise have suffered had it 
been for die prolonged intermittent dehydration 
their nasal mucous membranes Dry air 
the mucus of its water content and impairs its c 
cacy as a continuously moving protective blanK 
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dr)'ing ^\^th a jet of air, the mucous mem¬ 
brane can be inactivated wthm a few mmutes, and 
death of the ciliated cells can thus be produced In 
fact, what deatli of the body cannot do, hvmg man 
can, for the beating of the ciba of the nasal mucosa 
has been obsers'ed for as long as 112 hours after 
deatli As for the bactencidal and bactenostatic 
elBaency of the mucous membrane, this is well e\- 
hibited liy Arnold, Ostrom, and Smger s (quoted by 
Proetz) observation that 90 to 95 per cent of viable 
bactena placed on tlie nasal mucous membrane are 
inactivated in from 5 to 10 mmutes Bacteria placed 
in contact ^vith nasal secretions outside the body 
were much less effectively dealt vath More than 
20 years ago Burnet observed that nasal mucus in¬ 
activates poliomyelitis virus of every type in wtro 
The bactenolj'tic action of the nasal secretions is 
principally due to the enzyme lysozyme, discovered 
by Alexander Flemmg m 1922 

^Vhen, for any reason, drjung is produced in the 
mucous membrane, the cilia tend to lose their 
function and soon die This is followed by a pihng 
up and drying of mucus and permeability of the 
mucous membrane In this state the gelatinous 
mass of mucus constitutes a most hospitable cul¬ 
ture medium for bactena, xvhich may then m large 
numbers easily pass through the permeable nasal 
mucosa The consequences of this are not mfre- 
quentlv lethal 

Evolutionary Considerations 

The hypothesis proposed here is that m man 
weeping established itself as an adaptive trait of 
considerable value m that it served to counteract the 
effects of more or less prolonged tearless crymg upon 
the nasal mucosa of the infant Infants who cried 
for prolonged penods of time within the first 18 
months of their lives, or even over a more extended 
penod of time, without benefit of tears would stand 
less chance of surviving than those who cried xvith 
tears Drj^ crying is dangerous because it renders 
the organism mlnerable to the invasions of harm¬ 
ful bactena, and probably xoruses, through a dned- 
out mucous membrane, the autosterdizing functions 
of which have been reduced Crying with tears, on 
the other hand, serves to keep the mucous mem¬ 
brane wet and to assist in maintainmg its functions 
as well as remforcing its functions As the discover¬ 
er of pemcillin, Alexander Fleming showed, and 
Frederick Ridley confirmed, tears contam, among 
otlier things, an enzyme elaborated by the lacrimal 
glands in high concentration, namely lysozjone, 
"hich \\e have already seen is also secreted by the 
muraus glands of the nasal mucosa Lysoz>'me is 
highly bactericidal Caselh and Schumacher dem¬ 
onstrated antagonism between lysozyme and elec- 
fronegatn'e viruses, and Orzalesi and Ciuffo ob- 
tamed very satisfactory results m the treatment of 

icrpebc keratitis and inactivation of the xurus xxuth 


lysozyme More recently, Ferrari and colleagues 
found that lysozyme mactivates the xoruses of many 
infections such as herpes simplex and zoster, xx’arts, 
vaccima, and the like, and reported success m the 
treatment of the diseases produced by these infec¬ 
tions xvith lysozyme Lysozyme, then, seems to hold 
some promise, as Flemmg had ongmally expected, 
in the treatment of virus diseases, and the function 
of lysozyme m the human organism strongly indi¬ 
cates one of the functions of weeping, especially m 
the mfant and child, namely, as a physiologically 
protective device against the depredations of poten¬ 
tially noxious organisms In addition, it should be 
mentioned that tears contain sugar and protem 
xvhich are nutritional bodi to tlie eye and tlie para¬ 
nasal and nasal mucous membranes Weepmg, 
furthermore, activates the mucosa, mcreasmg the 
blood supply and causing the mucosal glands to 
secrete additional lysozj'me 

It IS suggested, then, tliat weepmg ongmated as 
an adaptively valuable trait m a species in xvhich 
the crying of the young is extended over a much 
longer penod of time than m any other species, as 
a protective adjustment against damage to the nasal 
mucous membrane of the young and the conse¬ 
quent reduction m fitness Furthermore, it seems 
hkely that early m the development of man those 
individuals xvere naturally selected m the struggle 
for existence xvho were able to produce an abun¬ 
dant flow of tears smce the tears acted as a pre¬ 
ventative of mucosal dehydration, xvhereas those 
who were not so able would be more hkely to suc¬ 
cumb more frequently at all ages and leave the 
perpetuation of the species to those who could 
weep 

Far from having no physiological purpose xvhat 
ever, it should be clear that, from the purely physi¬ 
cal standpomt of fitness, xveepmg has considerable 
physiological value at every age, and especially 
durmg infancy and early childhood 

Sexual Differences -It has often been stated that 
the sexual differences m proneness to weeping are 
culturally determined, females tendmg to xveep 
more readily and more copiously than males There 
can, of course, be httle doubt of the important role 
played by culture in conditioning the asj'mmetric 
expression of xveepmg m the sexes In the Enghsh- 
speaking world xveepmg is generally considered a 
symptom of xveak-ness and, therefore, sometlimg m 
which the self-styled ‘stronger sex should not m- 
dulge, but leave exclusively to children and the 
xx^eaker’ sex Hoxvever, the undoubted biological 
differences xvhich exist behveen the sexes m tlie 
expression of the emotions stronglx' suggests that 
tlie sexual differences m the expression of xveepmg 
have a genetic basis, and that the cultural condi¬ 
tioning IS simplv superimposed upon tins Further¬ 
more, It IS necessarx' to pomt out that tliere is also 
a morphological difference mxolx'ed m the char- 
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acter of male and female adult weeping The adult 
males nasal passages aie wider than those of the 
female (Negus, 1958) and hence accommodate his 
e\cess tears, and so he snuffles and blows his nose 
It also seems likely that he produces fewer tears 
than the female Tlie female s nasal passages being 
smaller than those of the male, and her lacrimal 
glands piobably producing more tears than tlie 
male, her tears tend to overflow and run down her 
cheeks as well as into her nasal fossae Hence, it 
w'ould appear that there is also a morphological 
difference involved, as well as physiological and 
genetic differences, in pioducing the differences in 
male and female weeping 

The Cultural Factor m Weeping—Rosenzweig 
has pointed out that, in addition to its natural tend¬ 
ency to react to unpleasant situations by crying, 
the human infant learns to cry in other, not neces¬ 
sarily unpleasant, situations as a means of com¬ 
manding attention when his othei signals go un¬ 
heeded 

The common belief that it is natural foi a babi' 
to cry when it wants something leads paients to 
disregard the many other ways in which babies at¬ 
tempt to make their wants known, such as brief 
hp-licking or lip-siicking, and to expect the baby 
to cry This practice soon causes the baby to learn 
that he must cry in oidei to be understood In oth¬ 
er words, a good deal of crying is acquired as a 
result of simple conditioning 

It is quite probable that, weie babies to have 
their needs adequately satisfied, that is, have tlieir 
needs met before the particular state of tlie organ¬ 
ism IS experienced as distiessing, babies would not 
cry at all And the same is almost certainly true of 
older children Crying early becomes associated 
with the giving and receiving of sympathy, and cry¬ 
ing thereafter becomes a means of eliciting sym¬ 
pathy even in situations which are not particularly 
unpleasant Many a child has fallen and begun 
crying, but looking around foi an audience and 
finding no one at whom to direct his crying, ab¬ 
ruptly ceases his ciying and proceeds with what¬ 
ever he may have been doing before the fiustration 
of the fall 

At this point It is necessaiy to make a clear dis¬ 
tinction beAveen crying and weeping Crymg in 
the mfant is the making of loud vocal sounds usu¬ 
ally calculated to call attention to his needs As is 
well known, there is no sound more msistently oi 
compellingly calculated to achieve that end tlian 
the crying of an infant Crying has undoubtedly 
evolved as a purposive act calculated to attract 
attention with the object of eliciting aid and sym- 
nadiy Crying with tears is weeping The shedding 
of tirs IS designed to preserve the crier from the 
noxious effects of crymg without tears 

From the crying without and with tears Acre 
eventually develops the weeping of sympathy Such 
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sympathetic weeping is a social response The in 
terestmg question is whether sympathetic weeping 
IS a genetically determined trait or whetlier it is a 
socially acquired one 

The occasions upon which individuals may weep 
differ markedly m different cultures Amencan 
Indians, quite generally, were notoriously dism 
dined to weep or wail upon occasions such as 
death or upon any occasion that would result in 
weeping among white persons Any display of emo 
tion upon such occasions was considered unseem 
ly But as we know from the study of Indian cul 
tures, and of other cultures in which there is a 
similar negative sanction placed upon the display 
of emotion, the emotion is felt but remains ime\ 
pressed, and weeping is inhibited Males in the 
English-speaking world are generally unable to 
weep as freely, even though they may expenence 
the appropriate emotions, as tlie males of Latin 
speaking lands 

There can be little doubt that deep-seated be 
havior tendencies can be culturally conditioned in 
a large variety of different ways, even to vutiial 
complete inhibition The universality, however, of 
weeping or the desire to weep under sorrowful 
conditions, whether one be sorry for oneself or 
sorry for others, strongly suggests the deep-seated 
biological basis for this behavioral trait At the 
same time it equally strongly suggests an en 
trenched biological basis for the feeling of sym 
pathy which elicits the weeping However, it could 
be argued that the weeping of sympathy is simply 
a matter of conditioning, that since in childhood 
one wept in order to elicit aid and sympathy, 
later identification with others m need of sympathy 
tends to ehcit weepmg in ourselves Undoubtedly 
conditioning plays a significant role here, but tlie 
univeisality of the lesponse suggests a biologically 
based association rather than an acquired one 
Finally, it is an mterestmg fact that while cry 
mg and weeping are usually associated, emotion 
ally induced tears may occur in u'eeping without 
any vocal accompaniment Furthermore, tears often 
precede any actual involvement of respiratory or 
laryngeal system It is well knoum that an efficient 
means of suppressing tears is by inhibiting the 
movements of the laryngeal apparatus by swallow 
ing Tears may come to one's eyes without any in¬ 
volvement of tlie vocal organs But there can be 
no fully developed weeping without involvement 
of the vocal and respiratory organs 

University Seminar on Genetics and (he Evolution of Man- 
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A New Drug Is Born 

JFjlIiam S Middleton, M D , TFashington, D C 


It IS much easier to write upon a disease tlian upon a 
remedy The former is in the hands of nature and a faithful 
obsers'er, with an eye of tolerable judgment, cinnot fail to 
delineate a likeness The latter will ever be subject to the 
w hims, the inaccuracies and the blunders of mankind 

—^^hthe^ng 

T he therapy of human ills is a fascinating 
chapter of medical histoiy and wall continue to 
attract increasing attention throughout time Foi 
the present pui poses, avoiding the wnde ramifica¬ 
tions of mysticism and empnicism that for centuries 
ha\'e marked this phase of man s effoi ts to preserve 
health and to combat disease, the therapeutic prop¬ 
erties of plants emerge as a continuous thread of 
consuming interest through the years Undoubtedly, 
the observations of the effects of the ingesdon of 
various elements of the indigenous plants bv domes¬ 
tic and mid animals led to their tiial by man from 
the earliest times Out of this empirical practice 
Clew the curious doctrine of signatures The con¬ 
figuration of a leaf, flower, stalk, or lOOt which 
resembled a human organ was a priori evidence 
of its potency m combatting disordeis of this sp 
efic pL G,anting such a backgroimd of depe^- 
ence the cultivation of plants with reputed thera- 
liSe values was natnial, and the assiduous stady 
Kotany remained a requiiement of medical 
education down to the 20th century 

Empiricism Herb Therapy and Folk Medicme 

relations Uiesoporiac^ 

been recognized ^ ,l,r, West The 

r ‘hZk an acTve interr » the cultivation 

church took an acu e famous 

of medicinal m the monastery 

of these b^amcc gc 

at Cass.no me bark 

Ss;romXnjf^^ 

From the Department of Medicine and Surgerj, Veterans Admm« 
before the V.r.m.a Ponmsu.i Academ> of Medicine ccoi 
t ni Miw 18. I960 


Tliei% m turn, introduced tins valuable preparaUon 
into Em ope, where it was known as Jesuit bark 
Hence, quinine, the alkaloid from the cinchona 
bark, made its entry into the medical armamen 
tanum through empirical practice Yet, in the con 
tiol of malarial fever quimne was to take its dig 
nified place as the first tine specific The high 
estate of drugs of vegetable ongm is further at 
tested by the publication of many herbals Their 
illuminated printing and illustrations are a tribute 
to the ait of an earher day In an entirely different 
relation, the dependence of medicine upon such 
agents mav be adduced from the sustained search 
for a sea loute to the East Indies The riches of 
these fabled islands in spices and herbs were deter¬ 
mined not by their obvious gastronomic attributes 
but by tbeir reputed medicinal ^^^tues Hence, we 
might maintain with some propriety that tlie dis¬ 
covery of America bv Columbus was medicinally 

dictated , 

Folk Medicine -Hhth such uncontrolled origins 

m supeistition and empiricism, tlie ill repute o 
drug tlierapv at vaiious periods of history is read 
ily understood Voltaire was moved to wnte ^at 
physicians “filled human bodies of which tiie) 
know httle with drugs of which they kmow less 
As the medical profession lagged m this vital area, 

the laity took an increasingly active part in p 

mulfrating their favored remedies Many of th«e 
^coctis were absurd Yet oecas^nallyJ« 
proved potent and effective A notable exa^ 
of such an exception occurred m the prachc ^ 
William Withenng of ShropslnrCi Eng and 
woman lieib doctor in liis 

kLmeut of dropsical pabants ^ 

trations of regular practitioners had laded CiO 

“d w.th®some 20 “-Ctnlyt: leaf ” 

blew, Wilhenng concluded that on y 

the foNglove could “"Y |0 ^ ,„e 
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the circumstances of his observations, this treatise 
on the therapeutic application of digitalis remains 
a model of sound and conservative deduction 

Benjamin Rush said, “Do not condemn or op¬ 
pose unnecessarily the simple prescriptions of your 
patient” An isolated personal experience may be 
cited in this connection Many years ago (1926), a 
joung student m congestive heart failure at the 
University Infirmary, Madison, Wise, vomited per- 
sistentlv in spite of all direct and indirect measures 
of control When I mquired whether there was 
anything he thought he could eat, he said to my 
amazement “sauerkraut” I was even more sur- 
pnsed when he retained tlie kraut and thereafter 
made steady progress The low-sodium syndrome 
was unrecognized at that time, but for many years 
sauerkraut has been my not too secret weapon m 
combattmg mtractable vomiting, when there is no 
contramdicabon to the excessive intake of sodium 
chlonde Incidentally, this expenence aroused mv 
interest in folk medicme 

Time has not dimmed this general primitive 
urge, the most recent expression of which is em¬ 
bodied in Jams’ ‘Folk Medicine As he quaintly 
expresses his thesis, ‘Nature opened the first drug¬ 
store Pnmitive man and the ammals depended on 
prevenfave use of its stock of plants and herbs to 
avoid disease and to maintam health and vigor 
Because man and the animals were constantly on 
the move. Nature’s drugstore had branches every¬ 
where Wherever m the world you were sick, you 
would find in the fields its medicine to cure you, 
its matenals for curative herbal teas and omt- 
ments His superficial discussion of the patho¬ 
genesis and the pathological physiology of disease 
must be impressive to the layman, smee hosts of 
gulhble sufferers from a variety^ of lUs have sought 
psychological and physical comfort m his minis¬ 
trations His sovereign remedy is thus explamed 
In Vermont folk medicme, there is an exiremely 
simple prescription for replenishing tlie mineral 
needs of the body It is as follows two teaspoonsful 
of honey and two teaspoonsful of apple cider vine¬ 
gar, taken m a glass of water one or more times 
each day, dependmg on how much mental and 
physical work is done The blend tastes like a 
glass of apple cider The vmegar brmgs across 
bom the apple its mmeral content, the honey 
bnngs across the minerals in the nectar of flowers 
Incidentally, Hippocrates used this combination 
of honev and vinegar (ox>Tnel) m 400 b c Certam 
of Jarvis expressions have a plausible quality"^ to 
file uncntical reader, as witness, “minerals m the 
soil hitchhike in the vegetation groxxm on the soil, 
m order to gam entrance to the body in animals 
and human beings eatmg land-grown foods Or, 

After all, since the body composition is partly mm- 
an individual must become mineral-mmded 
the way he feels dunng the day he can leam 


to tell what minerals his body needs to return his 
body to normal and, if he has lost it, to recover 
his body bounce” Having resolved human ills to 
such least common denominators, Jarvis proceeds 
to rationahze his dependence on simple remedies 
And the credulous Amencan public has manifested 
its contmued interest by the purchase of over 
200,000 copies of his Folk Medicine’ 

IncidentaUy, m the last illness of the late Secre¬ 
tary of State, John Foster Dulles, a flood of letters 
from many sources deluged the patient and his 
family Eleven per cent of these missives recom¬ 
mended herbal remedies for cancer In all, 57 
plants were offered as specifics (Hartxvell) 

Hippocratic Precepts 

From Hippocratic precepts, txxm fundamental 
prmciples have served as excellent brakes upon 
uncontrolled therapeutic enthusiasm The Father 
of Medicme referred to the vis medicatnx naturae 
The natural evolution of a disease must be accu¬ 
rately observed and recorded before any amend¬ 
ment can be attributed to a remedy Perhaps in 
no sphere of clrmcal practice is tlie physician’s 
judgment more senously tested This circumstance 
particularly applies when the disease under study 
IS prone to spontaneous remissions Several years 
ago, an unusual amelioration of the startling mani¬ 
festations of multiple sclerosis occurred m isolated 
patients receivmg isoniazad for the treatment of 
concomitant pulmonary tuberculosis Smee the nat¬ 
ural course of multiple sclerosis is so frequently 
attended by remissions of widely varying degree 
and durabon, the reported improvement from use 
of isoniazid was met with warranted skephcism 
A conbolled study of this matter soon established 
the fortuitous nature of the earlier noted advantage 
Hence, the utmost precauhons must be observed 
m attributing favorable results to coincidental 
therapy The sunple expedient of observing the 
results of the xvithdrawal of the drug under study 
may answer the quesbon If the condihon tlien 
relapses and the s>Tnptoms recur, tlie probabilities 
favor a causal relabon of the drug to tlie earlier 
improx'ement If, upon the remsbtubon of therapv, 
the relapsmg manifestations are conbolled again' 
tlie advantage can more definitely be asenbed to 
the medicabon Mere coincidence will thereby be 
reasonably excluded 

The second Hippocrabc pnnciple in therapv 
reads, “If you can do no good, at least do no harm ’ 
The physician is humanely mobvated Yet his emo- 
bons must be held under constant control The 
potenbal of everx' prescnption must be thought¬ 
fully weighed m terms of its possible reaction upon 
tlie pabent Individual idios>mcracies will be con¬ 
sidered m die balance With the advances in meas¬ 
urement of the pharmacological and pharmaco- 
dxmamic effects of drugs, most of their direct and 
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Jndiiect actions way be anticipated, but this knowl¬ 
edge does not relieve the practitioner of the re¬ 
sponsibility for eternal vigilance Eveiy potentiality 
foi to\ic reactions must be weighed The philo¬ 
sophical consideration of euthanasia has received 
much attention in certain circles fiom time to time 
Fortunately, deep as maj' be the convictions of 
tlie physician, he vnll not be tempted to assume 
the role of the final arbitei of life and death if 
he adheres to the teaching of Hippocrates and the 
dictates of his ovm conscience Human intelligence 
IS finite, and the limitations of medical knowledge 
are admitted Furtheimore, so rapid are the ad¬ 
vances in scientific knowledge, that a disease that 
is uniformly fatal today may be readily controlled 
bv a potent therapeutic agent tomoriow Let us 
not construe such a position as condoning the 
illogical, mhuman, ritualistic gestuies to maintain 
physical life in the face of irreversible physiological 
death 


Rationalism Scientific Study of Drugs 


Fallacies of Fohjtheiapy —The rampant polv- 
theiapy of the last century invited violent reac¬ 
tions In no detail was this more evident than m 
the rise of homeopathy Hahnemann’s basic philos¬ 
ophy was unsound His thesis of the increased 
potency of drugs by e\ti ernes of dilutions was 
^•bsurd The idea expressed in his simtha simthbtis 
lOntiir obviously has lare application in practice 
et Hahnemann was essentially responsible for the 
revulsion of the profession and the lav pubhc to 
the preposteiously complex and nauseous potions 
of the day Eventually, many leadeis m medicine 
reacted by ]oming the ranks of theiapeutic nihilists 
Oliyer Wendell Holmes said, “The deeper you 
wade in polypharmacy, the less you see of the 
ground on which you stand ” He furtliermore 
struck a popular chord m the famous quotation 
“I firmly believe that if the whole materia medica, 
as now used, could be sent to the bottom of the 
sea, it would be all the better for mankind—and 
all the worse foi the fishes ” As necessary as this 


phase xvas in the evolution of theiapeutics, it was 
IS ill-founded as its forerunners Rationalism was 
ultimately to prevail through the introduction of 
sound scientific approaches to the study of ding 
action 

Physiology and Pharmacology-As a scientific 
disciplme physiology is a comparatively recent 
development True, isolated observations of various 
physiological processes of man and other ammals 
had been made over the ages, but an oiganized 
approach to the subject in the modern sense await¬ 
ed such mtellectual giants as Johannes Muller, 
Carl Ludwig, Claude Bernard, and Francois Ma- 
gendie in the i9th century Tlie Plysiological 
laboratory in this country was established by Henry 
Bowditch at Harvard less than one century ago 


(1871) As the natural offspring of physiolow 
pharmacology as a recognized field of inveshgation 
took form m the latter half of the centuiy^ Magen 
die was also one of the most prominent figures in 
this advance Singularly, many physiologists re 
sisted the academic separation of phannacolo<n 
from physiologic By the same token, and perhaps 
as a manifestation of overcompensation, certain 
pharmacologists are still resentful of any illusion 
to their ongin from, and dependence on, physi 
olog)' With the application of physiological tech 
niques, adjusted and refined to the requirements 
of pharmacodynamics and pharmacolog)', has come 
sustained growth m the dignity and the stature 
of modern therapeutics 
Chemical and Pharmacological Experimentation 
—The birth of a new drug is an involved process 
In tlie past, when empiricism prevailed, chance 
dominated tlie picture A disease entity, a sjunp 
tom, or a symptom complex was the target, as it 
will continue to be in all therapeutic challenges 
of the future The simple applicahon of the niles 
of analogy or post hoc ergo propter hoc reasoning 
of the earlier day is now replaced by sound chemi 
cal and pharmacological expenmentation The 
chemical structure of the agent to be tested is 
known, or, if an unknown agent proves effective, 
its composition is derived Artliur C Browm and 
Thomas R Fraser first (1867) directed attention 
to the relationship between chemical structure and 
pharmacological action From this base, synthesis 
and realignment of tlie constituents of new drugs 
of promise mav be projected Alexander Fleming 
referred to “tinker(ing) with the molecule” In 
organic compounds, the range of possible manipii 
lations IS especially broad From such structural 
readjustments, unanticipated therapeutic dividends 
may be reaped Karl Beyer and his associates 
established a limited usefulness for carmamide m 
its ability to mcrease the concentration of peni 
cillin in the blood by competitive inliibition m 
the displacement of a normal substrate by a re 
fractory one m the tubular transport mechanism 
The limited success xvitli carmamide led Beyers 
associates to further readjustments of the mole 
cules One of the resultant compounds, probenecid 
(Benemid), proved to have unusual properties h 
selectively and rex'ersibly inhibits the tubular 
transport secretion of penicillin, p-aminohippurafe, 
and phenol red, while it increases the excretion 
of uric acid Its uricosuric action has made pro¬ 
benecid a useful agent in gout Although the phar 
macodynamics of these drugs have been subje 
to serious question recentlj^ their therapeutic . 
vantage is great Furthermore, from 1»* 
otlier related substances have been ^ 

tlnaz.de and hydrochlorolInaz.de have provrfJ 
be .nvaluable hypotens.ve adjuncts as 
reties In these instances, pnnciples of enzj 
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chemistry m the transport across the biological 
membrane (carbonic anhydrase inhibition) joined 
forces \nth biochemistry to develop drugs of great 
therapeutic value 

The discovery of bishydro\ycoumann (Dicu- 
marol) is an excellent example of the dependence 
of modem medicine upon basic biochemical re¬ 
search From 1932, Karl Paul Link and his asso¬ 
ciates m tlie departments of biochemistry and of 
genetics m the College of Agriculture, University 
of Mhsconsin, Madison, Wise, had been engaged 
m the study of tlie relation of spoiled sweet clover 
to profound hemorrhagic tendencies m cattle With 
characteristic vision and pertinacity, Link over¬ 
came all obstacles and finally, June 28, 1939, iso¬ 
lated bishydroxycoumann from the spoiled sweet 
clover The next essential step of the synthesis of 
bishydroxycoumarm was reported on April 1, 1940 
By earlier agreement Link called me to his lab- 
orator}' as soon as he was convmced that ‘the 
synthetic and natural products were biochemically 
and physiologically idenhcal” To the late Fred- 
enck J Pohle fell the responsibility for its first 
chnical tnal m the Wisconsin General Hospital 
Again the fortuitous circumstances of the man 
and the opportunity coincided, smee Pohle had 
recently returned to the University of Wisconsm 
from the Thorndike Memorial Laboratory, where 
he had studied problems of coagulation xvith 
Laskev Taylor The matenal contributions to this 
therapeutic area in the University of Wisconsin 
have stemmed from the sustained leadership and 
direction of Ovid O Meyer 
Tlie often repeated story of the discovery of 
penicillin by Alexander Fleming illustrates anotlier 
aspect of this matter The lysis of colonies of 
staphylococci m a Petri dish bv the contaminatmg 
^enwtlhum notatum (1928) set in motion a chain 
reaction of unusual significance from our detached 
Viewpoint Fleming had long been mterested in 
Ijlic agents He had described lysozyme in saliva 
and m tears (1922) When he observed tlie dis¬ 
appearance of the staphylococcus groivth adjacent 
lo the contammatmg fungus, his curiosity was 
immediately aroused, however, his mitial utiliza¬ 
tion of this phenomenon was in the suppression 
m ordinary bactenal growth for the cultivation of 
‘^mophlus influenzae (1929) 

The catalytic exigencies of World War H and 
Vf of the Oxford group under Howard 

torey resurrected this neglected epochal discovery 
and gave it new life and significance m its apph- 
^tion to the treatment of many infectious diseases 
new therapeutic era was born Once the barrier 
"as oroken, the availability of bacteriological, 
'irologicak and immunological methods afforded 
^^nn had been available to Ehrlich 
^n Hata m the introduction of arsphenamme (606) 
nr tile treatment of syphihs (1910) Actuallv, this 


agent was the 606th product studied in a pams- 
taking tnal-and-error approach While nothing can 
detract from the luster of this discovery of the 
therapia magna sterihsans (an agent that destroys 
the invader without harming the host), newer 
techniques m the utilization of experimentally in¬ 
fected animals screen the modern test agents both 
more expeditiously and effectively Just as arsphena- 
mine replaced mercury and iodides, so penicillin 
has displaced arsenicals in the treatment of syphilis 
Animal Experiments—A new drug under study 
must withstand the most critical scrutiny before 
it IS deemed worthy of human chnical tnal From 
its chemical constitution the acbon will have been 
predicted Every pharmacodynamic and pharma¬ 
cological test tliat can be conceived to be pertinent 
to its therapeutic availability is performed to estab¬ 
lish these actions, good and bad, beyond any 
equivocation The utilization of C 14 in the atmos¬ 
phere in which digitalis is grown is one of tlie 
more ingenious adaptations of recent knowledge 
(Ceiling) The leaves of such plants, when ad¬ 
ministered m any form to test animals, are thus 
tagged, and the determmation of the precise dis¬ 
position of the drug m the body is facilitated 
Various animals, birds, and reptiles are used m 
these pharmacological studies If digitalis be con¬ 
tinued as a type, its potency may be tested in 
terms of the amount necessary to brmg arrest of 
the cat’s heart m systole, 1 e, the conventional 
cat unit More economical is the use of the fetal 
duck heart (Friedman) The pigeon may be the 
test animal for this dnig in the initiation of vomit¬ 
ing In all animals, the electrocardiographic moni¬ 
toring of digitalis action parallels the human ex¬ 
perience One of tile most interestmg controls m 
the recent literature has been the use of the 
Siamese fighting fish (Betta splendens) to study 
the effect of tranqmlizing drugs (Walaszek and 
Abood) Normally, these fish expand their pec¬ 
toral fins and branchial membranes with flushmg 
and fight to the finish With use of hypnotics, 
sedatives, and analgesics the fish still fight Under 
tlie effect of tranquilizers and antihistaminics, de¬ 
pression and blockmg of the fighting response 
occur The treated fish blanch when confronted 
by control fish possessmg normal reactions, 1 e, 
the piscine version of tlie white feather (edi- 
tonal. New England J Med ) 

Trial m Human Subjects —Up to this pomt in 
tlie evolution of a new drug, the action, locus of 
action, mechanism of action, and the effects-good 
and bad-on tlie experunental anunal have been 
established The properties of the agent are known, 
and tlie route of admimstration will have been 
decided by a number of factors Among these are 
solubiht\% vehicle (of solution), site of desired 
action, concentration denved at such site and 
speed and duration of action In the last named 
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resided, it may be assumed that the more lapid 
the onest of action of a drug, tlie shorter will be 
its duration, and vice versa Particular attenbon 
will have been directed to all toxic manifestations 
in the experimental animals Their range and 
gravity will in large measure determine the avail¬ 
ability of the test drug for human therapv The 
minimal lethal dose must have a sufficiently wide 
spread above the theiapeutic range to insure safety 
m the next step of human trial Noi should this 
step be undei taken unbl sufficient experience has 
been had in the laboratory bials to forecast the 
safety of its administration in human subjects with 
reasonable assurance Of course, potentially toxic 
agents require the utmost precautions Frequently 
the laboratory workers exhibit appropriate confi¬ 
dence and faith m then ou'n results by submitting 
themselves to the first trials of the test drugs Thus, 
Arno Luckhardt told of the first human trial of 
ethvlene as an anesthetic agent at the University 
of Chicago (1922) The animal experiments had 
been quite successful, therefore, the quiet of the 
Sabbath was chosen by him and an associate for 
their personal trwls In turn, each u'as anesthesized 
for a short time ^Vhen both had completely recov¬ 
ered they sat down to compare notes and to record 
their recipiocal observations and leactions Theie- 
upon, both of them lighted cigarettes Fortunately 
there was no explosion, for ethylene is one of the 
most flammable gases 

Adopbon and Use of New Dmgs by 
Medical Piofession 

Unsohcttecl Role of Dnig Companies—The de¬ 
tails of laboratory tests and initial human bial 
having been fulfilled, the introduction of new 
drugs to the medical profession becomes the next 
important step Appropriately, tlie medical student 
of this day has had a sound grounding m anatomy, 
general, organic, physiological, enzyme, and some¬ 
times physical chemistry, physiology, biophysics, 
pathology, microbiology, pharmacology, and thera¬ 
peutics Ideally, he will lemain an assiduous stu¬ 
dent of the current medical literature after gradu- 
abon Increasmgly, however, the pharmaceutical 
houses have usurped the lole of graduate instruc¬ 
tion in therapeutics, albeit in a slanted vein In 
all fairness it must be admitted that, regardless 
of motivation, they make a cieditable job of it 
They should, since they spaie neither money noi 
effort in enlisbng the highest technical and pro¬ 
fessional support The fact remains that medical 
education and organized medicine should not abro¬ 
gate then responsibilities m this area Having lost 
material ground, we should do an about-face to 
regain our soveieign rights Ceitamly, as practi¬ 
tioners we would be well advised to heed Oslei s 
admonition, "Do not rashly use every new product 
of which the peripatetic siren sings 


Rhijsician’s Responsibihty—As William Wither¬ 
ing cauhoned, the clinical evaluabon of a remedy 
IS singularly “subject to the whims, tlie inaccuni 
cies and tlie blunders of mankmd ” In justice to all 
involved, tlie physician must maintain a crihcal 
attitude toward the newcomers in the field ot 
therapeubcs He must weigh glowing claims for 
a new preparation against his personal experience 
with tried and proved agents xvith like indications 
The individual physician, however well supported, 
encounters senous difficulties in meetmg the con 
ditions of an acceptably conbolled experiment in 
therapeubcs in private practice Nothing short of 
this pattern adds to tlie sum of reliable infomia 
bon on the subject Under ideal circumstances, 
such controls can be estabhshed If absolutely com 
parable condibons obtam, tlie simple selection of 
alternate pabents for the beatment and the control 
may prove sabsfactory However, any material 
deparbire from tins aibibary rule, dictated bv 
whatever reason, may vitiate die expenment Ean 
dom allocation has been applied in accordance 
with several fomiulas In die studies of the chemo 
theiapy of tuberculosis in die Veteians Admims 
bation, terminal digits of C numbers were first 
used for the selection of subjects, then the eni'elope 
technique was applied The selection of pahents 
was made before die envelope was opened The 
slip in die envelope indicated the number of the 
treatment This code was known only at the na 
bonal conbol point, so that in the double-blind 
procedure neither the patient nor the attending 
staff was aware of the nature of the medication 
\Wien the results were recorded, their relation to 
the form of beatment could only be established 
by reference to the code at the conbol point 
Obviously, the application of this plan requires 
careful coordinahon and statistical orientation 
Its cogency relates piimarily to large cooper¬ 
ative studies among a group of institutions or 


voikeis 

Dangei of Theiapeutic Fads-In spite of the 
•arefullj' conceived effoits and the native con 
ervatism of physicians, innate opbmism toward 
lew remedies is apparently unabated A number of 
'ears ago (1943), Peii-j' Pepper reviewed this situ 
ition m his inimitable, incisive “The Fever Curie 
)f Therapeubc Fads ” He said, “Could we perhaps 
Innk of a theiapeutic fad as an epidemic infectious 
hsease, could we by studying its course and be 
lavioi learn enough of its fever curve to diagnose 
t eaily, to lecognize its state and to even prophes} 
ts future? If we could do this we might be less 
eadilv swept away by each new fad, we mig> 
void the complications and dangers wliicJi arc 
ikelv at the height of the fever, we might es^ 
he later disappointment and remorse which sliou 
le the punishment for our loss of common sen 
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and cntical judgment” Contmuing the evolution 
of his analogy, Pepper wrote, "An infectious dis¬ 
ease picture IS the result of interactions between 
the causative agent and the host A therapeutic fad 
IS equally so There must be a period of invasion 
after the introduction of a new therapy during 
which occur prodromata in the form of reactions 
of interest displayed by the host After a varying 
penod the actual onset of the fad takes place svith 
rapid spread in the use of the new medicament 
and a feverish interest in it Soon the disease is 
at its height The symptoms, in a classic mstance, 
include at this stage an unwarranted enthusiasm 
for the curative effects of the new drug or treat¬ 
ment, an evtension of its use for all sorts and kinds 
of ailments quite foreign to the claims of the 
ongmal discoverers Soon a delirious euphona 
develops which sees the new therapy as a panacea 
for all ills At this stage, the mind and reasoning 
power of the profession seem to be obtunded ” In 
final admonition, he counselled, ‘TVe must keep 
watch upon ourselves constantly lest we follow 
the same road that we have before We must be 
cntical and even skeptical rvitliout losmg our opti¬ 
mism or our openmindedness We must scrutinize 
our therapeutic achievements to be certain thej' 
are surely due to the therapy we praise and not 
to insidious subtle psychotherapeutic effects unin¬ 
tended and unsuspected by ourselves Let us 
try to judge matters for ourselves and not merely 
follow the herd” Peppers advice must ever be 
hept before us 

Side Effects —With the evolution of newer drugs 
their potentiality for ill as well as for good be¬ 
comes increasingly evident The administration of 
sulfonamides may be attended by serious hemato¬ 
poietic, cutaneous, renal, and vascular injuries A 
senes of iatrogenic disorders has attended the use 
of penicillin and other antimicrobial agents Among 
these, the singular biological disruption that has 
led to the emergence of resistant strains of staphy¬ 
lococci and the marked accession m the mcidence 
of fungal infections, may be cited Unusual sensi- 
tizahon responses have been encountered m cuta¬ 
neous, hematopoietic, and vascular damage Eighth- 
nerve involvement with vertigo and deafness have 


given toxic hmitabons to the use of streptomycin 
and dihydrostreptomycm With the steroids came 
a tram of adverse side-effects to temper the en¬ 
thusiasm attendant upon their beneficent actions 
The most obvious have been the Cushing-hke 
manifestations of moon face, acne, and hirsutism 
Hypertension, diabetes mellitus, peptic ulcer, and 
pathological fractures (especially compression 
fractures of the vertebrae) from demineralization 
are encountered Senous advances of certam m- 
fecbons may occur from the submergence of resist¬ 
ance The suppression of adrenocortical acbvity 
IS a serious hazard in the sustained use of corbsone 
acetate and other corbcosteroids Hence, these 
potent new agents are m buth double-edged weap¬ 
ons In an entirely different light the advent of 
these powerful drugs has %vrought a great change 
As long as medicine depended on the older stal¬ 
wart remedies, viz, digitalis, morphine, and qui- 
nme, the irregular practitioners of healmg arts 
were sabsfied to confine their therapeubc efforts 
to drugless approaches Smce the “wonder drugs” 
have made their appearance, these unaccepted 
practiboners have bent every effort to get under 
the tent 

Conclusions 

From tins survey it may be concluded that drug 
therapy of human ills has advanced immeasurably 
in the past 50 years In certam areas it has paced 
medical progress Indubitably, the applicabon of 
sound basic principles in the study and the evalu- 
abon of new drugs has assured their success at 
the same bme that safety in their use is afforded 
Rabonal theory begets rabonal experimentabon 
which m turn begets rabonal therapy’ (Middle- 
ton) Charged with the tremendous responsibility 
for the mboducbon of a new drug for human 
admimsbation, the medical and the pharmaceubcal 
professions must exercise the utmost precaubons 
to insure its safety and effecbveness Regardless 
of pressures, protecbve studies must be extended, 
rather than lumted, m the ulbmate interest of the 
affected pabent In such a salubrious atmosphere 
a new drug is bom-and even greater therapeubc 
ichievements are shll ahead 


S oirees of CHARCOT —Charcot, as clinician and man of the world, to whom 
I patients flocked by the thousands from almost every part of the world, enter- 
tamed freely and mtimately at his Tuesday soirees many of the leadmg poli¬ 
ticians, journalists, artists, and men of letters of his tune He made possible, for 
example, the consummabon of the Franco-Russian alliance m the nmeteenth centurj 
—G Gudlam J -M Charcot, 1825-1893 His Life—His Work, edited and translated 
by P Bailey, New York, Paul B Hoeber, Inc, 1959 
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SARCOIDOSIS 

A TTENTION has been focused upon sarcoidosis 
Uk intermittently over the last century The 
numerous communications have reported 
studies of its clmical features ' and pathology, and 
deliberations on its possible relationship to tuber¬ 
culosis ' Schaumann’s classic dissertation estab¬ 
lished that the disease, first desenbed by Hutchin¬ 
son in 1869 and known as lupus pemio and Boeck’s 
sarcoid, attacked not only the skm but might in¬ 
volve the internal organs as well He drew attention 
to the negative tuberculin reacbon, even though 
the histological lesions were tuberculoid in appear¬ 
ance Despite conbnued investigations and a re¬ 
surgence of interest, tlie enigma of the etiology 
remains Yet, advances have been made m therapy, 
and symptomatic relief can be expected from tlie 
corticosteroids In tins issue of The Joubnae, 
p 380, Goetz discusses the biochemical alterations 
caused by the disease and the beneficial effects of 
steroid admmistration 

Sarcoidosis may be a collection of clmical syn- 
I dromes witli possibly more than one etiologic agent 
Numerous factors have been judged significant in 
the causation of the malady Boeck postulated that 
the malady was produced by trauma, sarcoid-like 
granulomas have been found surroundmg quartz 
particles or beryllium, viruses have been isolated 
from sarcoid lesions, particularly those of the 
mumps-mfluenza-Newcastle group, and fungi— 
chronic disseminated histoplasmosis, cryptococcosis, 
and brucellosis—seem peculiarly predisposed to 
occur with sarcoidosis or incite the development of 
typical sarcoid features 

For a long time, particularly m Bntam and the 
Continent, tuberculosis had been implicated as one 
of the causes of this syndrome The theory of in¬ 
creased amounts of tuberculm-neutralizmg sub¬ 
stances as an explanabon for tlie “positive anergy” 
found m sarcoid patients has been discarded None¬ 
theless, tuberculm conveision m a patient witli 
sarcoidosis may point to senous tuberculous comph- 
cations Patients with sarcoidosis are also insensitive 


to other cutaneous antigens of delayed tubercula 
types, such as oidiomycin, histoplasmin, and trj 
chophytin This agiees with the observation in casei 
of pi oven tuberculosis that tlie tuberculin reactivih 
might be lost when sarcoidosis occurs It has been 
suggested that the association of sarcoidosis vitli 
tubeiculosis might be 1 elated to the prolonged and 
unwairanted confinement of these patients in sana 
tonums 

Recently, the pine pollen theory of sarcoidosis 
has been advanced In the search for bactenal resi 
dues in sarcoid tissue by means of chromatophore 
sis, substantial amounts were recovered of diamino 
pimelic acid and an acid-fast fatty acid inth a 
spectrum like that of mycolic acid “ These sub 
stances have been isolated from the residue of pine 
pollen They aie components also of the tubercle 
bacillus But the clue was only a clue, smee these 
acids are found in many unrelated microorganisms 
as well as m norma] lymphoid tissue Surveys of 
patients with sarcoidosis m the military service and 
VA hospitals have suggested an unusual geograpluc 
distribution of the disease m the United States The 
prmciple endemic areas are in the southeastern 
states, widi small pockets m the Midwest and Nev 
England This epidemiologic obsen'abon was taken 
as an argument against tuberculosis, since sarcoido 
SIS IS prone to occur m rural areas and tuberculosis 
is essentially an urban disease It failed to explain, 
however, why sarcoidosis is most frequent in Ne 
groes, particularly in women between the ages of 
20 and 30 B,eports have been presented recently 
of sarcoidosis mvolving several members of a familv 
group In most documented cases, no specific men 
tion was made of the environmental relationship to 
forested areas In one family group, however, it was 
found tliat 5 of the 12 siblmgs lived m a so-called 
endemic area, and each chewed pine pitch in child 
hood Differences in the frequency of chewing, as 
well as the product chewed, i e , pine pollen rather 
than resin, Ae time of year, as well as constitutional 
variations m tissue sensitivity, may have a bearing 
upon the development of sarcoidosis It is also true 
that sarcoidosis has been discovered in patients 
who have had no contact with endemic areas or pine 
forests 

A polyarthritis that may be confused u'lth rbeu 
matic fever, combmed widi erythema nodosum or 
rheumatoid arthntis, is one of the multiple clinical 
manifestations of sarcoidosis Also, hypercalcemia 
and hypercalciuna are observed in 5 to 10% of pa 
tients with sarcoidosis Secondary nephrocalcmosis 
and impaired renal function may be critical compli 
cations The communication in this issue ot H 
Toubnal emphasizes tlie clinical and therapeu 
aspects of a patient so afflicted Pulmonary ' 
ment is found m 40 to 80% of such patients Be 

duced lung volume with wma 

paired gas diflFusion and obstructive e P > 
follows, usually with minimal evidence of Shrosis 
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Sarcoidosis is most frequently confused clinically 
\nth tuberculosis, carcmomatosis, and Hodgkm’s 
disease Tlie malady is systemic, and an isolated 
lesion makes the diagnosis relatively untenable 
Special studies, such as fungal skin tests, serologic 
tests, and culture of biopsy specimens, may be re¬ 
quired The excised tissue should be exammed and 
studied w ith Ziehl-Neelsen and Hotchkiss-McManus 
techniques Spectograplnc analysis of lung speci¬ 
mens may be mdicated if exposure to beryllium is 
suspected Biopsy procedures are most useful, and 
even small lymph nodes may reveal a sarcoid reac¬ 
tion Scalene biopsies may contain small nodes with 
sarcoid structure Liver aspirations will readily 
demonstrate granulomas in a high percentage of 
patients, however, differentiabon of granulomas of 
vanous etiologies is sometimes difficult Recently, 
intercostal pulmonary biopsy in dissemmated pul¬ 
monary lesions has been recommended Hyper- 
globulmemia may be observed in a ma]ority of cases 
of sarcoidosis, usually associated with hyperpro- 
tememia Despite the fact that many observers 
consider the Nickerson-Kveim skin test unreliable 
because of the difficulties encountered in standard¬ 


izing the test suspensions, the literature shows that 
an increasmg number of investigators report a favor¬ 
able expenence A positive Kveun reaction has been 
reported m 50 to 90% of cases proven by other 
means False positive reactions are mfrequent 
Not as benign as once thought, sarcoidosis may 
be ultimately fatal The most common cause of 
death is heart failure associated with extensive m- 
volvement of the lungs, chronic fibrosis, and 
emphysema When the disease threatens the heart, 
the bram, or the kidneys, it may be fatal Tuberculo¬ 
sis is a lethal comphcabon m a small number of 
patients Despite the numerous agents used m the 
treatment of sarcoidosis, which include anbbiobcs, 
nitrogen mustard, radiation, and anbtuberculosis 
agents, none has demonstrated any influence on the 
course of the disease Corticosteroids, though not 
curahve, are of great symptomatic value Pabents 
With sarcoidosis occasionally may be supennfected 
or subjected to an exacerbabon of tuberculosis This 
possibility has evoked the hazards of corbcosteroid 
therapy While the danger is considered to be rela¬ 
tively small, antituberculosis prophylaxis probably 
should be insbtuted before corticosteroids are 
st^ed, particularly in patients with a positive 
tuberculm reacbon The indications for the use of 
steroids, fortunately, are most cogent m those types 
0 sarcoidosis which are least likely to be confused 
"itli tuberculosis Corticosteroids are most useful 


'n parotitis, iiveibs, hypercalcemia, acute mihary' 
■ssemination m tlie lungs, late fibrobc scarnng, and 
^•or and central nervous system mvolvement 
'ov are useful for the consbtutional syunptoms of 
^ uitation, fever, muscle atrophy% and for dis- 
^bng sknn infecbons 

•'rcoidosis IS 1 perplexing malady It has defied 


the revelabon of its cause, it is resistant to treatment 
in many instances and may maim vital structures 
permanently or end fatally, with or without a com- 
phcatmg mfecbon 

1 Longcope W T and Freiman D G Study of Sarcoidosis 
Medicine 31 1-132 (Feb ) 1952 

2 Siltzbacb L E Progress in Sarcoidosis Am J Med 22 841- 
847 (June) 1957 

3 Cummings M Dunner E and Wilbams J H Epidemio¬ 
logic and Clinical Observations in Sarcoidosis Ann Int Med 60 879- 
890 (Apnl) 1959 


MONILIASIS IN THE URINARY TRACT 

Although the mcreasing mcidence of moniliasis 
consequent to the widespread usage of broad-spec¬ 
trum antibiobcs has been amply demonstrated over 
the past decade, the clmical importance of this 
enbty, parbcularly of the urinary tract, has not 
been fully appreciated Urine cultures contaming 
monilia generally have been discounted as con- 
tammated When the senal plate dilution method 
IS used, the presence of over 1,000 colomes of the 
fungus per millibter of urme is indicabve of sig¬ 
nificant climcal mfecbon It must be emphasized, 
however, that the findmg of a few Candida colo¬ 
nies m a urme culture is not an indicabon for 
therapy Employment of antifungal treatment is 
warranted only when the colony count exceeds the 
above figure, thereby eliminating the factor of 
contammahon 

Species of Candida are present in 20% of the 
populabon as a commensal m the pharynx, colon, 
vagina, and skin Chmcal infecbons in these organs 
are commonly encountered but are rarely serious 
Nonetheless, an mcreasmg, though forbmately still 
small, number of cases of Candida endocarditis, 
memngibs, and generalized sepbcemia have been 
reported withm the past few years The majority 
have occurred in debihtated, bedndden pabents 
In addibon, however, a number of otherwise 
healthy people receivmg broad-spectrum anbbiobc 
therapy for non-serious illnesses have succumbed 
to fulmmabng mondial grovvth Many of the major 
species of Candida may become pathogenic 

Acute renal momhasis is, m all probabihty, a 
variant of acute mondial sepbcemia It is impera¬ 
tive that the physician be aware of the enbty and 
not regard the finding of Candida in the blood 
or urine as a contammant Death may be rapid 
once the blood stream is mvaded Chrome momlial 
cyshbs is clmically indistmguishable from its pyo- 
gemc counterparts and can be diagnosed only by 
idenbficabon of the fungus in significant numbers 
in urinary cultures and smears Diagnosis can also 
be made by recognibon of the b-pical tlirushlike 
membrane wewed on cvstoscopic examinabon 
Heretofore, all reported cases have been uniformly 
chronic in nature and resistant to therapy 

Amphotencm B is an antifungal anbbiobc first 
isolated m 1955 WTien administered intravenously. 
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It has been found effective m the treatment of 
Jssemmated mycosis' Its nxshllation into die Had- 
u effective m the cases reported 

by Goldman in tins issue of Tm Journal, p 359 
T lere is evidence that Candida species may be- 
corne resistant to polyene antifungal antibiotics 
such as nystatin and amphoteiicin B' In addi¬ 
tion, cross resistance between these two antifungal 
agents and various species of Candida has been 
demonstrated’ The cm lent prophylactic use of 
Tiystutin in combination with bioad-spectrum anti¬ 
biotics, in an attempt to pi event monilial ovei- 
growth m the gastrointestinal tract, may eventually 
lead to inci eased resistance of Candida to such 
antifungal agents 

1 Litfmnn M L Systemic coses, cditornl Am 7 Med 37 1- 
3 (JuK) 1959 


RECOVERY FROM UNTOWARD 
COMPLICATIONS OF SICKLE-CELL DISEASE 

Approximately 10% of the American Negro popu¬ 
lation carry the sickle-cell tiait, but less than 25 of 
10,000 suffer from sickle-cell disease Reliable data 
concerning tlie life expectancy of sicklemic persons 
are not available, but it is the general impression 
that few reach middle age, and that their existence 
IS punctuated by painful and harrowing crises 
Several pathogenic mechanisms reduce the life 
span of persons with drepanocytosis (Gr drepane 
sickle) liie malady is often associated with chronic, 
progressive dysfunction of the urinary, cardiovas¬ 
cular, Or respiratory systems, produced by an un¬ 
known pathogenic mechanism, controlled only by 
palliative symptomatic treatment In contrast, the 
machinations of the acute sickle-cell crisis are 
understood at the basic molecular and genetic 
level The abnormal gene is responsible for the 
production of abnormal “Hemoglobm S” which 
has the ammo-acid valine substituted m one spe¬ 
cific locus for glutamic acid Results of in vitro 
studies have shown that hemoglobm S forms 
stiff paracrystallme aggregates under conditions of 
reduced oxygen tension or pH These elongated, 
rigid, mtracellular aggregates of reduced hemo¬ 
globin distort the erythrocytes When such inelas¬ 
tic, sickle-shaped cells appear m the blood stieam, 
they obstruct capillary blood vessels, they also 
have a tendency to clump and can then obstruct 
arterioles or even aitenes The shifting, unpredict¬ 
able symptoms of the acute sickle-cell crisis are 
referable to vascular obstruction Anemia of a 
hemolytic type results from the accelerated de¬ 
struction of drepanocytes 

Clmical data have supported the concept that 
hypoxia leads to sickle-cell cases It has long been 
known that reduced arterial oxygen tension is tlie 
common denominator of the senous or even fatal 
crises which are seen aftei use of hypnotic drugs, 
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m the course of an travel, or during surgical opera 
faons An obseivation reported m this issue of Thc 
Journal, p 356, appears to support the con 
cept already suggested by in vitro expenments- 
that an acute sickle-cell crisis can be elicited not 
only by h:^oxia but also by increased concentra 
tion of hydrogen ion Coma and focal neurological 
signs were observed in a sicklemic woman with 
acute lenal failuie when the arterial blood pH 
deci eased because of metabolic acidosis The cen 
tral neivous abnormalities ivere not attributed to 
uremia pei se Tlie patient recovered and returned 
to work The case reported demonstrates not onli 
that more than one mechanism may cause a sickle 
cell crisis, but also that careful management, ivitli 
attention to multidimensional physiological detail, 
can result in complete recoveiy of apparentli' mon 
bund patients 


SALMONELLA ARTHRITIS 

With so much emphasis at medical meetings and 
m journals on the rheumatic or “collagen” disorders, 
it should not be forgotten that some kinds of ai 
thritis have a specific bacterial etiology Several 
communications have appeared recently which dis 
cuss septic arthritis ’ and serve to emphasize the 
importance of culturing joint fluid whenever an effu 
sion is available and the diagnosis is uncertain A 
review of arthritis due to Salmonella appeals in the 
current issue of Medicine" The case report illiis 
trates how closely Salmonella aithutis may simulate, 
in a child, rheumatic fever or rheumatoid arthritis 
The author of the communication notes that such 
cases may be encountered more often, witli the 
cuiient rise in mcidence of nontyphoid salmonello 
sis This review of 84 published cases of Salmonella 
artlintis (spond)ditis was excluded) reveals thatar 
thntis occurs in about 025% of all Salmonella in 
fections However, arthritis occurs more frequently 
(2 4%) in S choleraesuis infections Young children 
(undei 6 yeais of age) seem to be most susceptible 
to all types of septic arthritis 

Arthritis has been the initial clinical manifesta 
tion of Salmonella infection in some patients In 
most patients, however, this complication was ob 
served to follow, by as much as one to seven weels, 
an original illness The clmical findings mduded 
fever, 'weakness, abdommal pam, and diarrhea TJie 
jomts attacked most frequently were knees, shou 
ders, and hips Hands and wrists were spared Al 
tliough roentgenography was not performed in 
most cases, juxta-articular osteomyelitis was noted 
m about one-half of those studied roentgenograpli 
icallv The leukocyte count was elevated m mos 
cases and varied from 10,900 to 28,000 per cubic 

millimeter Leukopenia was not observed 

The clinical course of Salmonella arthritis is 
special interest AVith three exceptions in wlucli 
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disease persisted for over one year, most patients 
had s^Tnptoms for less than three months Insuffi¬ 
cient data were available to permit comparison be¬ 
tween pabents treated with antibiotics and those 
beated in the preantibiotic era, however, it was 
observed that the earlier the antibiotics (chloram¬ 
phenicol in most cases) were admmistered, the 
shorter the illness Fnrthermore, the only three 
deaths in the series reviewed occurred in tlie pre- 
anhbiohc era Early diagnosis permits prompt ther¬ 
apy in pyogenic arthritis Early diagnosis depends 
on an awareness of the possibility of a septic jomt 
process and a readmess to confirm the suspicion by 
aspirabon, smear, and culture of the synovial fluid 


1 (a) Chartier 1 Martin W J and Kelly P J Bactenal Arth- 
nti5 Ei^enences in Treatment of 77 Patients Ann Int Med 50 
1462 1474 (June) 1959 (b) Watkins M B , Sanulson R L and 
Winten D M Acute Suppurative Arthntis J Bone & Joint Surg 
38 A 1313 1320 (Dec ) 1956 

2 Da^^d J and Black R L ^Salmonella Arthntis Medicine 
Sept 1960 


WORKING MODELS IN MEDICINE 

' Exhibits at the 1960 Convention m Miami Beach 
were notable for the number of working models 
illustrahng vanous bodily functions Some of these 
models were especially strikmg and elaborate They 
contributed immensely to the impression made on 
the visitor It is doubtbil, however, whether the visi¬ 
tor ever receives as much pleasure and instruction 
from seeing the model as the origmator does from 
designing it and giving it material form 
The makmg of models presents mterestmg dilem¬ 
mas A model, hke a map, cannot show everythmg 
If It did, it would be not a model but a duphcate 
Thus, the classic definibon of art as “the purgabon 
of superfiuihes’ apphes also to models, and the 
model maker’s problem is to distmguisli between 
Ibe superfluous and the essential There is also the 
difficulty, famihar to artists, about completely real¬ 
istic porbayals of the human body, a difficulty that 
IS too often avoided by producmg an image neither 
male nor female This appeases prudes, but the 
conscientious educator cannot be happy about the 
departures from truth and candor somehmes e\- 
'^lod before nonprofessional groups 
The maker of models must also choose, m other 
practical ways, between ideals and reahbes, for any 
^ empt to use such materials as papier-mache, 
I' m I’oris, or rubber soon reminds one that it 
^ difficult mdeed to imitate with non-living ma- 
M physical properbes of livmg bssue 
‘ odels of the circulatory system have been im¬ 
portant m the development of the science of hemo- 
>mamics Tliey have not only throvxm hght on such 
^^0 itions as peripheral vascular disease and hemor- 
^^ogic shock but have also resulted m the various 
^^s of artificial heart essential to modem cardiac 
Son The role of epmephnne in shock has long 


been a puzzlmg subject for invesbgators,' and the 
place of vasodilator drugs m the therapy of vascular 
disease is sbll poorly understood Closer study of 
hemodynamic models m operation might lead to 
improved treatment of these tsvo important condi- 
bons 

Models of the nervous system have come far smce 
the days when Descartes pictured nerves as tubes 
conveying a fluid to distend the muscles His con¬ 
cept became untenable when elecbicity was discov¬ 
ered, but the idea was developed that the nervous 
impulse might travel along a nerve flber exactly as 
the electnc current is conducted along a wire This 
idea, m turn, had to be dropped when the velocity 
of the nervous impulse was found to be so much 
slower than that of the electnc current Subsequent 
theories have all involved some concept of wave- 
like transverse movements of charges on cyhndncal 
interfaces, a sort of ionic shivermg transmitted 
along the surfaces of fibers, or the membranes sepa¬ 
rating fluids, at rates of about 100 meters per sec¬ 
ond The present core-conductor theory, as pictured 
m textbooks, can be represented by a model built 
up of conductors, resistances, capacitors, and sources 
of electromobve force, the travehng impulse bemg 
thought of as a wave of depolanzabon “ A par- 
hcularly up-to-date summary of thmking m this 
direcbon is that by Mackay, who shows how the 
concepts of negabve resistance and bistable systems 
help to explain transmission m hvmg organisms as 
diverse as the electnc eel and the Venus s-flytrap * 

Models of the nervous system as a whole, how¬ 
ever, have to mclude receptors, central adjustors, 
and effectors That is, there have to be components 
hke transducers, storage places, retrieval systems, 
playback, feedback, reverberatmg circuits, and 
monitonng devices The very appearance of such 
components, when one sees tliem m modem labora¬ 
tory-^ apparatus, suggests their analogy to living 
structures The technician who wires up a board for 
electromc punch-card sorbng, for example, finds 
himself automabcally groupmg his wires into 
bundles hke the fasciculi of the human spmal cord 
AVhen a wore is connected wong, the resulhng 
dysfuncbons sbongly remmd the most casual ob¬ 
server of condibons hke obsessional neurosis and 
cerebral palsy This fact has done much to induce 
a more rational attitude toward mental disease 
among people formerly too much mfluenced bv 
superstition 

Contmued study of these mechanisms will surely 
throw new hght on human behavior in health and 
disease It is encouragmg to see that research along 
these Imes is bemg x-igorously pushed An example 
IS McCulloch’s ex-plorabon of the extent to which 
the nervous system can be represented as a redun¬ 
dant digital computer ’ Improved understandmg 
w-dl lead to better remedies, better diagnostic 
methods, and better means of prevention for mental 
disease The resources of the electronics engineer 
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appear to be inexhaustible It is to be hoped that 
the medical man will make increasing use of them 


3 WiEgers, C J Plijsiolosry of Shock, New York, Tiie Common- 
wcnlth Tund 1950, p 11 

2 Giiiespie J A The Cnse Against Vasodilator Drugs in Occlusive 
Vascular Disease of the Legs, Lancet 2 995-997 (Dec 5) 1959 

3 Dasson, H Te\tboolc of Genenl Physiology ed 2, Boston 
Little, Brown and Company 1959, pp 513-516 

4 hfackay, R S Wiat is a Nerve? Institute of Radio Engineers, 
Transactions on hfedical Electronics ME-7 94-97 (Apnl) 1960 


TIdE DIRECTOR OF MEDICAL EDUCATION 


Since the end of World War II, there has ap¬ 
peared m Ameiican medicine a new "specialist,” the 
director of medical education His role in graduate 
and postgraduate medical education is widely mis¬ 
understood by the practicing profession, hospital 
administrators, and medical school officials Scores 
of non-university hospitals have established posi¬ 
tions for a part-time or full-time educational direc¬ 
tor, with the expectation that he will create an 
outstanding program foi interns, residents, and visit¬ 
ing stafiFs, magically solving current critical man¬ 
power shortages Moieovei, too often these appoint¬ 
ments have been filled by unqualified or partiallv 
informed men If tliese trends continue, it is certain 
that widespread dissatisfaction and disappointment 
will develop, tending to disci edit an important 
contribution to the establishment of non-university 
hospitals as teaching institutions 
Twenty years ago the leport of the Commission 
on Graduate Medical Education ‘ described the 
concept of the duectoi of medical education, out¬ 
lined his responsibilities, and concisely delineated 
the scope of his functions in nine brief statements 
His primary duty was “to see that the work of the 
interns and residents is truly educational It would 
be difficult to improve on this initial desciiption, 
although expeiienced educational directors could 
provide details vaiymg fiom one hospital to an¬ 
other The report is a fundamental contribution to 
understanding the special problems of paduate and 
postgraduate medical education and should be 
studied carefully before any hospital embarks upon 
this ventuie, or befoie any physician consideis be¬ 
coming a director of medical education 

If a successful educational progiam is to be 
achieved, the hospital must be the right kind of 
institution No dnector of medical education can 
develop a first-rate graduate and Post^mte 
teaching program unless the administration, the 
Scaf s?aS,%nd the trustees know what is im 
volved and are determined to provide the needed 
resources The greatest burden will fall nP^ 
medical staff, which must 

Without a dedicated, enthusiastic staff, the efforts 
^ the educational director will be frustrated 
M ^ has lecentlv described the essential char 
fc?"ics rf sXWtal with clarity brevity, 

“Mlongci liisfiflable for hospitals to stumble 


into the estabhshment of positions for educational 
directors Comprehensive information is available 
through special conference reports ® ® and through 
national organizations, such as the Association of 
Hospital Directors of Medical Education, the Coun¬ 
cil on Medical Education and Hospitals of the 
American Medical Association, and the American 
Hospital Association The hospital proposmg to 
establish a position for a director of medical educa 
tion must plan with great care, with an honest 
appraisal of its resources and with a realistic under¬ 
standing of Its goals Henry S M Uhl, M D 

Springfield, Mass 


1 Gntlinfe Medicil Educition, report of the Commission on Gridii 
ale Medical Education, Chicago University of Chicago Press 19-10 

2 Mnndel, E E More Interns, J A M A 172 1646 1647 (Apnl 
9) 1960 

3 Report on Seminar on Graduate Medical Education in Non 
university Hospitals Beverly Hospital Beverly, Mass Jan 9-10 1959 

4 Workshop Conference on Role of Director of Medical Education 
m the Hospital, AHA, Chicago, Jan 16-17, 1959 

5 Symposium on Medical Education, Spnngfield Hospital, Spnng 
fidd Mass , Nov 20, 1959 

6 First Annual Conference on Graduate Medical Education lyP"" 
of Proceedings, University of Pennsylvania Graduate School of Medi 
cinc Philadelphia Dec 3-4 1959 


THE BATTLING EDITOR 

Thomas Wakley (pronounced \Vake\y) was bovn 
1 Devon, England, on July 11,1795 His bo^ was 
iterred in the catacombs of Kensal Green Ceme 
sry (London’s greatest outdooi museum} late in 
day, 1862 The fame of Wakley is specifically 
lentified with the founding and direction of the 
Intish Journal “Lancet” Equally famous, even 
otorious, are liis polemics and documented cm 
adings,' obviously on the side of right and justice 
Vakley was only 28 years of age when he pu i 
ished the first issue of “Lancet’ For almost 
ears he was a protagonist m the medical and lay 
,ress for those causes that he judged to be wortliy 
I support This led him into conflict with his pro 
essional peers, as well as with the civil courts The 
aws for hbel were more lenient a century ago, 
ithenvise be might have spent a great deal of h 
™e m lail or in banUnplcy Biit Hie few ve d * 
hat were rendered against him failed to du 

inthiisiasm or stay his zeal mnde 

He was not adept at clever ,»litick.,ig and mde 
,0 pretense of discretion in *scussion He stW 
lied to improve the facilities fo, (lie stud™t "I 
tosiied a medical education, and he assa 
SL erected against the young London ^ 

nans who sought a staff L tlic 

lospital Many of the reforms 

SStion"dieloTIlTanges 

“r r-e pygmy hv .1. 
side of Thomas Wakley 
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Medicme m England, at the begmnmg of the 
19th century was composed of three classes of 
practitioners, the Physicians, the Surgeons, and the 
Apothecanes The Physicians were the social gen- 
fr}', learned m the classics, members of the Royal 
College of Physicians, and devoted to a strict ethical 
code, patterned after the precepts of Hippocrates 
They uere graduates of Oxford or Cambridge, 
schools that did not admit Roman Catholics or 
Dissenters Tlie Surgeons were m the final stages 
of metamorphosis from a craft to a profession ‘The 
Royal College of Surgeons m London had recently 
been transferred from a City livery company mto a 
chartered corporation leadmg members were 
devoting more of their time to tlie practice of pure 
medicine rather tlian that of operative surgery ”' 
Social distmcbon between surgeons and physi¬ 
cians has largely disappeared, although the custom 
of recognizing a surgeon as ‘ Mister,” a master of 
the craft, persists The tliird category' of practice, 
the Apothecanes, were tlie dispensers of pills and 
liquids Tliey no longer exist as a profession 
Thomas Wakley chose to be a surgeon He came 
to London, just after the battle of Waterloo, and 
“walked” the United Hospitals of St Thomas’s and 
Guys Sir Astley Cooper was the dominant per- 
sonaht)' in the hospitals when 'Wakley was ap¬ 
pointed An annual 80 pound allowance to cover 
all expenses, including 20 pounds for hospital tui¬ 
tion, was pronded by his fatlier Wakley walked to 
Devonshire on his annual holiday, for he had no 
travel allowance Membership m die Royal College 
of Surgeons was granted him in 1817 
Wakley’s first encounter with the civil courts 
invoked a fire in his new home, provided by his 
father-in law The insurance company claimed that 
the fire was actually arson Wakley won this first 
fight Presumably it sharpened his legal wits His 
appearance in court was a repetitive affair during 
the remainder of his professional days 
The transition m his professional life from sur- 
gof}' to joumahsm occurred on Sunday, October 5, 
w 23. With the publication of tlie first issue of 
Lancet’ Editorial assistants of Wakley mcluded 
a free lance waiter and two members of the Royal 
ollege of Surgeons ‘There was plenty of variety 
Tt!"? ‘Lancet,’ which vvas pub¬ 

's ed at sixpence, and contained thirty-six pages 
ecture by Sir Astley Cooper occupied the place 
lonour There w'ere reports of cases of clinical 
'a erest and of operations that had fatal termina- 
'°as An excellent article, ‘The Composition of 
,^6dicines,’ gave the results of an analysis 
albys Carminative, Daffy’s Elmr, and Spel- 
s Antiscorbutic Drops There were dramatic 
' ^ and a political article, probably mspired 
by Cobbett, in which the younger Pitt 
accused of having been ‘the political coxcomb, 
lcsT*'f^ wild impracticable schemes, regard- 
ot e\er\'thmg but the gratification of his own 


senseless, remorseless and petty ambihons ’ Robert 
Southey, the Poet Laureate, was referred to as ‘a 
sack-huntmg hypocritical rhymer ’ Wakley had 
always been a ehess enthusiast, and for a short 
tune there was a weekly article, ‘The Chess Table ’ 
This had to be discontmued owung to pressure of 
space, but it is an interesting fact that the ‘Lancet’ 
was the journal which maugurated the practice of 
publishing chess problems and reports of games of 
chess Another excellent feature, undoubtedly m- 
spired by Laxvrence, and early mcorporated m the 
Lancet,’ was a speeial section titled ‘Foreign De¬ 
partment,’ in which new methods of treatment and 
accounts of operations were reported”" 

The biography by Brook is a recounting of 
Wakley’s recurrmg war on hospitals, war on the 
professional colleges, war on quacks, war against 
pohbcal chicanery, and war agamst his fellow prac- 
tifaoners One example will illustrate the latter He 
characterized the leading hospital surgeons as “Bats 
and Corruptionists” and published detailed ac¬ 
counts of them surgical failures “If the enemies of 
a free medical press, if the corruptionists of our 
hospitals—if the despicable Bats and Aberdeen 
Dubs, who disgrace medical society—cannot dis- 
tmguish between forbearance from fear, and for¬ 
bearance arismg from pity for the fallen, we will 
soon teach them a lesson, which they will not for¬ 
get to the last hour of their filthy existence 

"The fruits of the corrupt system tliat prevails at 
our public hospitals, are seen in die numerous cases 
of Ignorance and incompetency on the part of hos¬ 
pital functionaries, which have been recorded m 
pubhc journals, though these, it must be admitted, 
are few indeed, compared with those which have 
actually occurred ” 

Ten years after M^akley had founded the ‘Lancet” 
he carried his argumentative skills to the House of 
Commons In Parliament he attacked the Poor Law 
Amendment Act He championed the cause of the 
Tolpuddle Martyrs He sought repeal of the News¬ 
paper Stamp Act He legislated m favor of opening 
museums and art gaUenes on Sunday He sup¬ 
ported tlie claim of Ireland for self-government, 
and he fought agamst the long tenure of the copy¬ 
right law His appomtment to the House of Lords 
was considered but never consummated Five years 
before deatli his healtli began to fail because of 
active pulmonar>' tuberculosis, and he arranged for 
his hvo sons to share responsibility for the pubhsh- 
mg of ‘Lancet The transfer became complete 
pnor to his death 

Wakley was bom a farmers son, he was trained 
to be a surgeon Most of his professional vears were 
consumed as a crusadmg medical editor, he was a 
do-it-yourselT hamster The hentage that he gave 
to Bntish medicme w as great ^ 


1 Spngge S S Life and Times of Thomas Waklf\ T 

Lonpnans Green & CompanN 1897 ^ London 

2 Brook. C W Batlhng Surgeon Glasgow Stnckland Press 1945 
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CLINICAL NOTES 


Cardiac Arrest During Nasotracheal Aspiration 

Charles Fmeberg, M D, Herbert E Cohn, MD 
nnd John H Gibbon Jr, M D , Philadelphia 




For the fiist day or so after a major operation, 
the patient s cough may be ineffective in clearing 
the trachea and bionchi of secretions, with resultant 
pneumonitis and atelectasis Retained traclieobion- 
chial secretions are often seen after upper ab¬ 
dominal operations,* such as gastrectomy and chole¬ 
cystectomy, and the condition may be aggravated 
by the use of an indwelling nasogastric tube ‘ 
Atelectasis is probably the most frequent post¬ 
operative complication of thoracic operations “ 

A high humidity m the inspiied air oi m o\ygen 
and the control of pain aie probably the most im- 
poitant factors in promoting an effective cough 
Despite these measures, post-operative patients are 
frequently unable to cleai the tracheobionchial tiee 
of secretions When this occurs, nasotracheal aspiia- 
tion"* IS undoubtedly the most effective method of 
removing the retained secietions Moieover, it fre¬ 
quently stimulates an effective cough It is readily 
available at the bedside and may be repeated fre¬ 
quently without the need of special instiuments It 
can be rapidly performed m emeigency situations, 
without the need for special positioning of the pa¬ 
tient as in bionchoscopy Howevei, the pioceduie 
IS not without hazard Continuous suction without 
intermittent periods of rest may result m hypoxia 
and laryngeal spasm If used too fiequently, laryn¬ 
geal edema and mucosal excoiiation may occui 
Even when steiile catheteis aie used foi the aspi¬ 
rations, there is some danger of introducing infec¬ 
tion into the lowei respiratoiy tiact 

We have been unable to find any mention of 
cardiac airest as a complication of nasotracheal 
aspiiation On the suigical service of the Jeffeison 
Medical College Hospital in the past 10 years, eight 
patients developed fatal cardiac ariest duiing naso¬ 
tracheal aspiiation Caidiac airest is piobably a 
rare complication of the procedure, since we esti¬ 
mate that moie than 3,000 patients have had naso- 
tiacheal aspiiation on the suigical seivice of the 
hospital during this 10-year period The histones of 
the eight patients aie summaiized below_ 

rrn,n thp Denirtmcnt of Surger>, Jefferson Medical College This 
.vo^^was done Dr Cohn s tenure of a Research Fellowship of 

the American Henrt Association 


Report of Cases 

Case 1 —A 60-year-old woman was admitted to 
Jefferson Hospital in June, 1950j with cancer of the 
tiansverse colon and pulmonary metastasis Fre 
quent nasotracheal aspirations were required to 
clear copious amounts of bronchial secretions Two 
days after admission, respirations and pulse ceased 
during nasotracheal aspiration Resuscitative efforts 
failed and the patient died 

Case 2 —A 66-year-old man was admitted to Jef 
ferson Hospital m May, 1952, with a diagnosis of 
an obstiuctmg esophageal diveiticulum in the lower 
third of the esophagus At operation, an esophageal 
cancel was found and a subtotal esophagectomy 
and esophagogastrostomy was performed Twelve 
houis after operation, the patient showed signs of 
letained tiacheobionchial secretions which were 
relieved by frequent nasotracheal and broncho 
scopic aspirations Approximately 18 hours post 
opeiatively, during nasotracheal aspiration, he be 
came pulseless An immediate thoracotomy was 
performed Cardiac standstill, which did not re 
spond to lesuscitative efforts, was disclosed 
Case 3— A 53-yeai-old woman was admitted to 
Jefferson Hospital in May, 1952, for the surgical 
treatment of essential hypertension A left tliorato 
lumbar sympathectomy and renal biopsy were per 
foimed In the immediate post-operative period, the 
patient developed respiratory difficulty requiring 
frequent nasotiacheal aspiration Approximately 20 
houis post-opeiatively, while undergoing aspiration, 
the patient ceased to breathe An immediate tho 
lacotomy was performed and revealed cardiac 
standstill Cardiac massage restored a normal sinus 
rhythm, but the patient never regained conscious 
ness and died 10 houis latei 

Case 4 -A 63-yeai-old man was admitted to Jet 
ferson Hospital m August, 1952, with a cancer o 
the left lung At thoracotomy, the tumor was founci 
to be non-resectable because of extensive invasion 
of the chest xvall Respiratory difficulty due to re ^ 
tamed secretions complicated the post-opera i' 
period and necessitated frequent nasotrachea asp 
ration On the second post-operative day, win e 
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afient was undergoing aspiration in the upright 
osition, cardiac arrest occurred Resuscitative 
[Forts were of no avail 

Case 5-A 63 year-old man was admitted to Jef- 
;rson Hospital in October, 1953, mth cancer of 
le middle part of the esophagus A total esopha- 
ectomy, with a cervical esophagogastrostomy, was 
erformed The immediate post-operative course 
as satisfactory On the morning after operation, 
ispiratory distress and slight cyanosis were noted 
Nasotracheal aspuation was instituted with a ure- 
iial catheter During the aspiration, the patients 
ispirations ceased and the pulse became imper- 
iptihle Immediate thoracotomy was performed, 
ad the heart was noted to be m arrest Cardiac 
lassage was mstituted and normal sinus rhythm 
istored Although spontaneous respirations were 
isumed, the patient died three and one-half hours 
iter without regaining consciousness 
Case 6 —A 43-year-old man was admitted to Jef- 
irson Hospital in February, 1954, with carcinoma 
F the stomach invading the lower esophagus An 
iploratory thoracotomy revealed a non-resectable 
Sion On the thud post-operative day, frequent 
asotracheal aspuabons were employed to relieve 
^'anosis On the next day, cardiac arrest occurred 
unng nasotracheal aspiration Resuscitative efforts 
iiled to restore cardiac action 
Case 7 —A 57-year-old man was admitted to 
arton Memorial Division of the Jefferson Hospital 
1 October, 1956, with cancer of the right lung A 
ght pneumonectomy was performed In the im- 
lediate post operative period, he developed respir- 
tory distress and intermittent positive pressure 
reathing was instituted That evening, cyanosis 
ae to retained secretions was noted While naso- 
racheal aspuation was being performed, the pa- 
lents pulse and respirations ceased The patient 
ould not be resuscitated 

Case 8 —A 65-year-old man was admitted to the 
brton Memorial Division of Jefferson Hospital in 
October, 1959, with cancer of the middle thud of 
ae esophagus On Nov 2,1959, subtotal esophagec- 
aniy and esophagogastrostomy were performed 
hs post operative course was uneventful until the 
N'ening of the thud post-operative day, when he 
'as unable to cougli effectively Tracheobronchial 
^piration was effective in removing the secretions 
a the morning of the fourth post-operative day, 
'e developed cardiac arrest while undergoing aspi- 
a on Immediate thoracotomy revealed the heart 
0 e in standstill A normal sinus rhythm was re- 
‘ "fed, but the patient died eight hours later 


Comment 

j Cardiac arrest has occurred mth vagal stimula- 
m the presence of hypo\ia and during the 
th of hypercarbia One or botli of 

j factors may have been operative m the cases 
'“parted above Arrhythmias noted during instru¬ 


mentation of the larynx and trachea have been 
attributed to excessive vagal stimulation Several 
authors believe that the stimulation of mtubation 
and evtubation are responsible for cardiac irreg¬ 
ularities ® 

Morton and co-authors * state that vagal stimula¬ 
tion alone was not the cause of the cardiac irreg¬ 
ularities encountered Their study was performed 
on human subjects by direct stimulation of tlie 
vagus nerve and of both ends of the severed vagus 
nerve during mtrathoracic surgical procedures 
These procedures were performed on patients with 
non-resectable bronchogenic carcinoma Electro¬ 
cardiographic studies during vagal stimulation re¬ 
vealed no evidence of cardiac irregularity 

Jacoby and associates'' studied patients for signs 
of cardiac arrhythmias during intubation prior to 
admmistration of anesthesia By means of ear oxim¬ 
etry and electrocardiographic tracings, the oxygen 
saturation of the blood and changes in cardiac ac¬ 
tion were evaluated In 36 of 121 patients studied, 
oxygen saturation of arterial blood fell below 80% 
In 11 patients, the oxygen saturation was re¬ 
duced to between 50 and 60% Arrhythmias oc- 
cuned in 17% of the poorly oxygenated patients 
but in only 9% of the well-oxygenated patients 
The arrhythmias were hkeivise of a more senous 
nature m the poorly oxygenated patients Sloan® 
reported similar findmgs in an ex-penmental study 
on 36 dogs 

In studying the effects of carbon dioxide on the 
vasculai system in dogs, Itami® found that, after 
discontinuing the administration of carbon dioxide, 
there was a sudden fall m blood pressure attended 
by tlie onset of ventricular fibrillation More recent 
experimental studies have confirmed the fact that 
the rapid correchon of hypercarbia may be at¬ 
tended by venhcular fibrillation Brown and Mil¬ 
ler'" found tliat 15 of 17 dogs developed cardiac 
arrhythmias when rapidly switched from breathing 
high concentrations of carbon dioxide to breathing 
room air, 11 of the 15 developed ventricular fibril¬ 
lation 

Young, Sealy, and Harris" showed that experi¬ 
mentally induced hypercarbia was attended by a 
progressive rise in plasma potassium content Sud¬ 
den change to breathing room air was accompamed 
by a further transient increase in potassium concen¬ 
tration and coincided with the period of maxi¬ 
mal electrocardiographic abnormality Gordon and 
Jones'" observed that, in experimentally induced 
hypercarbia, without hypoxia, the serum potassium 
level rose transiently and then mamtamed a steady 
state However, when this was followed by hyper- 
ventilabon vatli room an, the serum-potassium 
level rose 24% above the base level and cardiac 
arrhythmias developed m all 10 dogs at the time 
of the sudden fall m carbon dioxide tension In an- 
otlier senes of nine dogs subjected to both hyper¬ 
carbia and hxTpoxia, cardiac arrest occurred in all 
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the animals at a time when the plasma potassium 
level had risen 85% 

Goott and Miller found that arrhythmias in¬ 
duced by breathing carbon diovide could be pre¬ 
vented by the administration of calcium ions or 
magnesium ions oi by a reduction of the serum 
potassium level with insulin On the other hand, 
they found that section of the ceivical vagus nerves 
did not pi event the development of ventiicular 
fibrillation Gordon and co-authors pointed out 
that endogenous carbon dioxide can accumulate to 
dangerously high levels in relatively short peiiods 
A rapid leveisal of this results in a sudden, pre¬ 
cipitous fall in carbon dioxide tension, with a con¬ 
comitant use 111 pH and plasma potassium level 
These changes may be enhanced by factois such 
as anoxia, hemorihage, trauma, or shock 

Patients requiring nasotracheal aspiration for air- 
w'ay obstruction may be both hypoxic and hyper- 
caibic The intioduction of a catheter into the 
tracheobronchial tiee may pioduce excessive vagal 
stimulation in these hypoxic individuals, with re¬ 
sultant cardiac arrhythmias and even cardiac ar¬ 
rest It IS imperative that only intermittent suction 
be used during nasotracheal aspiiation We have 
noted a marked degiee of cyanosis to occur when 
suction is used foi peiiods exceeding fi\'e seconds 
It is conceivable that, when the airway obstruction 
IS removed in an individual with an elevated alve¬ 
olar carbon dioxide concentration and hypercarbia, 
the latter may be reversed so suddenly that pro¬ 
found ionic imbalance may be produced m the 
myocardium and ventricular fibrillation may ensue 

Summary 

Our conclusions, based on a study of eight fatal 
cases of cardiac arrest during, oi immediately fol¬ 
lowing, nasotracheal aspiration, descnbed above, 
are as follows Vagal stimulation in the presence of 
abnormally low aiterial oxygen saturation and 
hypercarbia, followed by rapid bieathing of lOom 
air, are considered to be probable causes for the 
cardiac ariest observed Biief periods of suction 
and the simultaneous administration of oxygen are 
suggested as appropriate prophylaxis 
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Tliorotrast and Carcinogenesis 

Repoit of a Case 

RtchartI B Cattellt M D , and Fred Kahn, M D , Boston 


Tliorotrast (a colloidal suspension of thoiium 
lioMcle) \ias introduced to tlie radiological arma- 
lentirium in 1928' and lapidly achieved wide- 
pread popularity as a contrast medium foi ceie- 
iral angiography, liepatolienogiaphy, myelography, 
nd salpingography Since that time the accumula- 
:on of cases of malignant disease, fibioses of vital 
Inictures, and anemias which might be attributed 
1 tliorium dioxide has virtually prohibited its use, 
Itliougli doubts have been raised concemmg the 
leclianism of their causation This literature has 
een recently reviewed by Looney ' 

Although the majority of carcinomas that occui 
fter administration of thoiium dioxide suspension 
re found m the liver," local tumor induction has 
Iso been reported in man ■' and animals “ This 
iduction IS xvell illustrated by the following 
ase 



asccn/ of abdomen demonstrating outlining of 

ana parietal peritoneum by Thoiotrast 


A 48 


} ear old Portuguese xxmman underwent 


,J^!''??S'ophv as part of a sterility' investigation 


^rii ^‘"‘^^umably a colloidal suspension of 
the radiopaque agent em- 
_Apparently at least one fallopian tube was 


of Surger> the Lahcy Clinic 


patent, and considerable quantities of the contrast 
medium spilled into the peritoneal cavity 

In Apiil, 1959, this patient came to the clinic 
because of several attacks of low abdominal pain 
during the preceding five months Physical exami¬ 
nation on admission revealed slight tenderness to 
palpation in the left lower abdominal quadrant. 



Fig 2 -Four-hour follow-up film after oral administration 
of banum demonstrating irregularities of small intestine 
resulting from external pressure 


and the uterine fundus was thought to be moder- 
atelv enhiged and fixed Proctoscopic examination 
did not reveal abnormality' A mild anemia was 
present The plam film of the abdomen (fig 1) 
showed finely dispersed granular opacities, 6 mm 
m diameter in places, outlining the visceral and 
parietal peritoneum, with the major concentration 
in the pelvis A gastromtestinal roentgenographic 
senes (fig 2) revealed irregulanties of the distal 
jejunum and ileum suggesbng extrinsic pressure 


lil 
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The diagnosis made by the ladiologist (R E Wise) 
was diffuse inflammatoiy change secondary to the 
contrast medium Laparotomy was thought advis¬ 
able and was earned out in April, 1959 
The opeiative findmgs were generalized peritoneal 
granulomatosis and almost complete obliteration of 
the uterus and its appendages Supracervical hys¬ 
terectomy with bilateral salpingo-oophorectomy 
was peiformed, and biopsy specimens of the greater 
omentum and pelvic peritoneum weie obtained 
Pathological study indicated the presence of exten¬ 
sive amounts of subseiosal cr>^stalloid foreign ma¬ 
terial (fig 3) and dense fibrotic involvement of all 



Fig 3 -Thmium dioxide pai tides found in macrophage 
cells of peritoneal lajers (X 350) 


the tissues examined No evidence of neoplastic 

W3.S found 1 1 

^ Postopeiatively the patient was m Reasonably 
frnnd health for two months, at the end of which 
hme she began to complain of periodic feelings o 

^1 cc and demession Subsequently her appe- 
wealmess and fever developed 

She tTreatotled to the hospital m November. 


JAMA, Sept 24, 19G0 

1959 Physical exammation on readmission re¬ 
vealed a weight loss of 10 lb (4 to 5 kg) The 
vagmal vault was somewhat fixed and indurated 
The hemoglobm level was 108 gm%, and the 
erytlirocyte sedimentation rate was 130 mm per 
hour The albumm-globulm ratio was reversed 
While in the hospital the patient nobced some 
blood m the stool, and proctoscopic examinahoa 
was repeated A nodular, white, elevated lesion 



Fig 4-Biopsy specimen of abdominal tumor showing 
idifferentiated carcinoma (X 250) 

•as seen on the anterior rectal wall approumately 
m from the sphmeter A biopsy specimen was 
btained, and the pathologist’s report mdicated the 
resence of an unclassified malignant tumor involv- 

ig the rectal mucosa , c ^ 

In December, 1959, eight months after the hrst 
iparotomy, tlie abdomen was f explored and bR 
irge tumor masses mvolvmg the walls ofthe re 
urn and the sigmoid colon were found Numeroi 
tlier nodules were present over the anterior sur 
aces of both lobes of the liver The liver substan 
lid not appear to be involved The sigmoid co 
^nd several loops of small intestine were fixe 
bp nelvis bv fibrogranulomatous tissue As the 
C evAnoe J mtestmal obstrvebon 


bon graduaUy detenorated, and on the eig 
istoperative day she died 
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The possible carcinogenic role of thorium dioxide 
IS emplnsized bi this case of widespread undiffer¬ 
entiated carcinoma of the peritoneum occurring 
iftcr its use in salpingography 
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Metastasizing Bronchial Adenoma 

Occurrence in Patient Avitlfi the Functioning Caicinoid Syndrome 

William G Anl^on M D Marion D Hargrove Jr , iW P , Julian M Ruffinj M D 
Donald K W^nllace, M D IT illiam T Weaver, MD and Norman Ktrshner, Ph D Durham, N C 


The purpose of this case report is to present a 
sutli patient with the functioning caicinoid syn¬ 
drome due to a metastasizing hronchial adenoma of 
the carcinoid type A review of the literature is not 
intended, since the first four such cases are in¬ 
cluded in the recent review on serotonin by 
Sjoerdsma,' a more recent fifth case was reported 
b\ Sclmeckcloth, Mclsaac, and Page" 


Report of a Case 

Hiitortj —A 59 year-old man was admitted to 
Duke Hospital for the first time on Nov 19, 1959, 
"itli the chief complamts of weakness and iriational 
speech of three days duration 
The patient had been m excellent health until one 
'car pnor to admission, when he noted increasmg 
fntigabilify Although the fatigue was gradually 
progressive, he continued working without any 
specific complamts until three and one-half months 
pnor to admission, when he noted the onset of 
intermittent, nonradiating left shoulder pain, which 
"as associated with movement of the left arm The 
sioulder was tender to touch, but there was no 
^'loence of inflammation Because of increasmg 
"eak-ness and recurrent shoulder pain, he stopped 
"orbng and took large amounts of aspirin, with 
I '5 It improvement Two and one-half months prior 
^“mission, he was admitted to anothei hospital 
Roentgenographic findings on chest 
‘ 1 back M ere negative, but an electrocardiogram 
miealed changes of an old myocardial infarct He 
also noted to have glycosuria He was dis- 
larged on a regimen of a low-fat, low-salt diet 
J "'^oglvcenn tablets 

discha rge, the patient noted increasing 

siirpcr> and medicine Duke Unnersitj 


fatigability, a decrease m appetite, lethargy, and 
recurrent episodes of dull low back pain He had 
occasional episodes of irrational speech Two weeks 
prior to admission, the patient was admitted to a 
second hospital, where he was noted to have 
hepatomegaly, sulfobromophthalein retention of 
10%, and an elevated blood sugar level Despite 
symptomatic therapy, the patient continued to be 
bedridden until three days prior to admission, when 
he developed a reddish-purple color around his 
neck and shoulders, with recurrent profuse sweat¬ 
ing On drying, the perspiration was noted to have 
a dark appearance, with a pecuhar odor At this 
time, he became grossly disoriented and one day 
prior to admission, his physician thought that his 
liver had mereased m size and transferred the pa¬ 
tient to Duke Hospital for further evaluation 
The patient had a long historj) of heavy alcoholic 
intake without limitation of activity He was a life¬ 
long smoker of two to three packs of cigarettes per 
day He was kmowm to have a chronic cough and, 
several months pnor to admission, he had had 
paroxysms of coughing produchve of sputum con¬ 
taining small amounts of bright red blood Over 
the three montlis prior to admission, the patient 
had lost 36 lb (16 kg) in weight, which was partial¬ 
ly related to his special diet There was no histon' 
of jaundice daik unne, edema, diarrhea, cyanosis, 
fainting, abdominal pain, palpitations, or melena’ 
The family history revealed that two uncles were 
known to have diabetes 
Physical Findings-On admission, phvsical exam¬ 
ination revealed tlie temperature to be 38 4 C 
(1011 F), respirahons 33 per minute, pulse rate 150 
per mmute and regular, and blood pressure 125/80 
mm Hg The patient was an obese, confused 
hallucinating, tremulous man lying m bed in no 
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acute distiess The skm was waim and moist, with 
marked leddisli-purple discoloiation over the up¬ 
per chest, shouldeis, neck, and face Examination 
of tiie eais, nose, and tin oat was unremarkable, and 
the fundi were noimal Theie was no icterus A 
haid left supiaclaAocular node, 5 mm in diameter, 
was palpable The neck u'as supple, without venous 
distention or masses The posteioanteiioi diameter 
of the chest was inci eased, with deci eased expan¬ 
sion bilateially Examination of the lungs levealed 
hyperresonance, geneialized inspiratory rales, 
wheezes, and ihonchi that cleared slightly on 
coughing Examination of the heart was difficult 
because of the emphysematous chest The lieait 
appeared to be of noimal size, with a noimal sinus 
rhythm, normal heait sounds, and no murmuis, the 
aortic second sound (A.) was louder than the pul¬ 
monic second sound (Pj) Examination of the ab¬ 
domen revealed a giossly enlarged, fiini, slightly 
nodular Iivei which extended to 1 cm aboi^e the 
right iliac ciest The edge xi'as dull and rounded, 
with some tenderness The left lobe of the liver ex¬ 
tended to tlie left niidclavicular line Tlie spleen was 
not felt Genitalia weie noniial, and the findings of 
rectal examination were unieniaikable Examination 
of the extremities showed noimal findings except for 
marked tremulousness Theie was no cyanosis, 
clubbmg, 01 hvei flap Palpation of the back re¬ 
vealed definite point tenderness over the lowei 
lumbosacial segment of the spine Neiuological 
findings weie nornial except foi the patient’s 
disorientation 

Lahowtonj Data —Laboiatory values weie as 
follows hemoglobin level 15 9 Gm %, heniatociit 
reading 48 5%, white blood cell count 15,000 pei 
millimetei, with 3% stab foims, 74% polymoipho- 
nucleai leucocytes, 2% eosinophils, 107o small 
lymphocytes, 1% laige lymphocytes, 8% monocytes, 
and 2% metamyelocytes Uimalysis levealed an 
alkaline pH, specific gravity of 1 021, faint trace of 
protein, l-f- sugai, and many bacteiia in the urinaiv 
sediment, as well as 2 to 3 white blood cells per 
high-powei field Result of the stool guaiac test was 
negative as was that of a serologic test for syphilis 
Sedimentation rate was 25 mm in one houi 
Bleedmg and clottmg times xveie noimal Spinal 
fluid sugai level was 129 mg%, witli a blood 
sugai level of 318 mg %, ceiebial spinal fluid pro¬ 
tein level was 44 mg % Seium nonpiotem nitiogen 
level was 33 mg %, serum sodium level 139 mEq 
per htei, seium potassium level 5 5 mEq pei liter, 
serum chlonde level (as Cl) 840 mEq pei liter, 
serum caibon dioxide content 24 6 mEq per 
litei seium calcium level 10 1 mg %, and serum 
phosphorus level 44 mg% Total serum protein 
level was 6 3 Gm %, with 3 2 Gm % of albumin and 
3 1 Gm % of globulin Total serum bilirubin level 
was 0 7 mg %, thymol flocculation negative, thymol 
turbidity 0 5 units, protlirombin. concentiation 
84%') and total serum cholesterol lei^el 284 mg % A 
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chest x-ray revealed some calcification m the left 
lower lung field and in the hilum The right Iml 
was clear, but there was a density opposite the 
hilum which was initially thought to be a laree 
lymph node The heart was slightly enlarged to the 
left There was a destructive lesion of the second 
rib, anteriorly on the left Abdominal roentgeno¬ 
grams revealed livei enlargement and suggested 
metastatic tumor destruction of the upper lumbar 
vertebrae The urinary 5-hydro\yindo]eacetic acid 
levels were found to be markedly elevated to 68 
mg per 100 ml The blood serotonin level was also 
markedly increased to 15 meg per milliliter 

The patient gradually became more irrational, 
and Ills tempeiature rose to 40 C (104 F) on tlie 
second daj^ of hospitalization Lumbai puncture at 
that time levealed essentially normal findings 
Urine cultuie and cerebral spinal fluid culture 
showed no growths The patient became progres 
sively more disoriented and tremulous, with 
Cheyne-Stokes lespuations developing shortly be 
fore his death Four houis prior to death and again 
one-half hour piior to death, the patient received 
1 cc of UML-491 (a potent seiotonm antagonist) 
mtiai'enousJy, witliout any change in clinical status 
About 24 hours aftei admission, the patient died 
despite the use of hypertensive agents 

Autopsy Findings —The autopsj' examination re 
1 ealed a malignant bronchial adenoma of the non 
argentaffin caicmoid type (see tlie figure) arising 
fiom the supeiior segmental bronchus of the right 
lower lobe, with distal atelectasis and vascular in 
vasion Theie weie massive metastases to the right 
hilar lymph nodes and to tlie livei, which weighed 
4,350 Gm (9 lb 9 oz), as ivell as to the bones, hid 
neys, pancreas, thyroid, adienals, lungs, biain, and 
duia mater Congestion and telangiectasis of the 
facial skin and marked distention of the jugular 
vein and its tnbutaiies were noted, without venous 
obstruction Theie was maiked passive congestion 
of the liver, spleen, and kidney and marked skeletal 
musculai atrophy mvolvmg piedominantly the 
psoas muscle and the diaphragm Other findings 
included multiple supeificial ulcerations of tl'c 
stomach, old focal neciosis of the anterior lobe of 
the pitintaiy gland, and a mild degree of general 
ized aiteiiosclerosis including pulmonaiy artcrio 
sclerosis The heait was hjqiertrophied iveighing 
450 Gm (15 9 oz ), with focal fibrosis and rigW 
heart dilatation, there were calcific deposits of tne 
mitial img and the aortic sinuses, presumed to le 
due to old rheumatic heart disease The metastatic 
carcinoid tissue fiom the liver contained 110 meg 
of serotonin per gram, whereas the control norma 
hver tissue from anothei patient was found to con 
tain only 0 3 meg of serotonin per gram 

Comment 

It IS of mterest tliat, m the five other similar 
reported in the literature,’’ blood sugar lei'els 
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reported m two of tlie patients ‘ and, in both, were 
significantly elevated The finding of hyperglycemia 
and glycosiina in our patient raises the question of 
the relationship between serotonin and carbohy¬ 
drate metabolism, as far as can be determined at 
the time of MTitmg, there has not been any special 


further investigation, since hyperglycemia was 
noted m our patients as well as m t\vo of the other 
five cases reported 

The serotonin antagonist used for the patient reported on 
in tins study was supphed as UML-491 by Dr R Bircher 
of Sandoz Pharmaceuticals, Hanover, N J 



Malignant bronchial adenoma of nonargentafRn carcinoid type 


mention of hyperglycemia m the literature on the 
tunctioning carcinoid syndrome 
Also of interest is the fact that there was no 
c inical response to the intravenous injection of the 
potent antiserotonin compound UML-491 A similar 
tesulUvas reported by Schneckcloth, Mclsaac, and 
"^'0 lack of response m our patient may 
"e have been due to the extensive metastatic dis- 
oose and his terminal condition 


Summary 

fn a sixth case of a metastasizing bronchial ade- 
oina of the carcinoid type xvith the functioning 
syndrome, the diagnosis xvas confirmed 
^ 0 tnortem by blood serotonin and urinary 5-hy'- 
foxj indoleacehc acid determinations There xvas 
' a response to admmistration of UML-491, 

po ent serotonin antagonist The relationship be- 
serotonin and glucose metabolism bears 
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Unusual Familial Occurrence of Myasthenia Gravis 

F rancis F Foldes, M D 
niicl Pearl G McNall,MD Pittsburgh 


Although myasthenia giavis can occasionally be 
present in siblings, and transient neonatal myasthe¬ 
nia sometimes occurs in infants bom to myasthenic 
mothers, it has not been considered a hei editary 
disease * Ossennan,' in his comprehensive mono¬ 
graph, repoited only one instance in which a mother 
and her child both had myasthenia gravis, and 
Rothbart* repoited the probable occurrence of 
myasthenia giavis m four brothers None of these 
bojs, hou’ever, received anj' anticholinesterase 
medication, and only two were subjected to investi¬ 
gation One of these had purely oculai, and the 
otlier primarily ocular, myasthenia giavis The third 
brother, who had signs and symptoms, died m in¬ 
fancy, and the fourth meiely had attacks of ptosis 
during acute illnesses Walsh and Hoyt® lecently 
reported four male siblmgs who had symptoms of 
primarily ocular myasthenia gravis from birth oi 
early childhood Two female siblings and the pai- 
ents were normal All four brothers had neck, gii- 
dle, and limb muscle involvement The disease was 
severe only m the oldest male sibhng Because of 
the extreme rarity of the familial occurrence of 
myasthenia gravis, this report descnbing a mother 
and her two daughters afflicted with this condition 
might be of interest 

Report of Cases 

Case 1—A 73-year-old woman was seen m the 
Myasthenia Gravis Clmic of Western Pennsylvania 
on May 7,1959 Her chief complaints were drooping 
eyelids and double vision The patient had first no¬ 
ticed these symptoms at the age of 17 years The 
ptosis had persisted for three to four years and dis¬ 
appeared spontaneously, the diplopia had lasted 
nine years She had been symptom-free for 14 years 
when, at the age of 40 years, diplopia and ptosis 
recurred At this tune, the ptosis was more pro¬ 
nounced on the right eye Soon thereafter, she also 
experienced difficulty m chewing and swallowing 
and had occasional nasal regurgitation At first, be¬ 
fore neostigmme (Prostigmm) therapy became 
available, she had received treatment with strych¬ 
nine The patient had a second remission of about 
two years’ duration at the age of 49 years Symp¬ 
toms returned at the age of 51 year s This time she 

From the Depirtmenl of Anesthesiolog>, Mercy Hospital, and the 
Section on Anesthesiology. Department of Surgery University of Pitts¬ 
burgh School of Medicine 


was placed on therapy witli three 15-mg neoshg 
mme tablets daily Recently, this medication was 
changed to pyndostigmme bromide (Mestinon), 
nine 60-mg tablets daily, which she was taking at 
the time of her visit to the clinic (150 mg at 7 a m 
and at 8 30 p m , and 120 mg at 11 a m and at 4 
pm) An edrophonium chloride (Tensilon) test 
indicated mild overdosage Physical examination 
levealed ptosis, more marked on the right, and 
weakmess of skeletal muscles A small thyroid noduie 
was observed, the patient stated tliat this had been 
present foi 21 yeais None of hei four children e\ 
hibited neonatal myasthenia, but two daughters 
subsequently developed myasthenia grans at the 
ages of 27 and 39 years lespectively She had had 
no symptoms of myasthenia gravis duiing anv of 
hei pregnancies 

Case 2 —A 45-yeai-oId woman, the older dangh 
ter of the patient in case 1, ivas first seen at the 
clinic on May 7,1959, with myasthenia gravis of six 
years’ duration Diagnosis had been made by use of 
the edrophonium test one veai pieviously Initial 
symptoms were weakness in her hands, arms and 
legs, in addition, when she became tired, she also 
had difficulty in speakmg, chewing, and swallow 
ing and occasionally had nasal regurgitation At 
times she had itching of the eyes, blurring of vision, 
and a feeling of pins and needles and numbness of 
face and tongue She has been maintained on ther 
apy with pjTidosbgmine bromide (150 mg even' 
four hours, five times a day) to the time of xvnting 
and has been able to continue to work Occasional 
ly, liou'ever, she lias been forced to discontinue her 
work in the afternoon because of extreme fatigue 
Her mother and one sister have myasthenia gravis 
Six years previously the patient had one vocal cord 
removed because of carcinoma Her one pregnane}', 
prior to the onset of myasthenia gravis, had terim 
nated with a normal home delivery The baby 
showed no signs of neonatal myastliema On phvsi 
cal examination, the patient had generalized muscle 
weakness and exliibited ty'pical mvasthenic facies 
Case 3 -A 38-year-old woman (the daughter ana 
sister, respectively, of the patients m jiases 1 anj‘ 

2), was first seen at the clinic on May 7, lOoS, m ^ 
a history suggestive of myasthenia gravis ot n 
years’ duration Diagnosis of tins condition laa 
been made 15 months previously with the cclro 
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phonmm chloride test Her symptoms consisted of 
generalized weakness, difficulties m speaking, swal¬ 
lowing, chewing, and breathmg and diplopia at 
night, especially when driving The patient also 
complained about being readily upset and no 
longer ‘ easygoing ” At times, she had been unable 
to move and had to be given an injection of neostig¬ 
mine She had had two normal deliveries, neither 
baby had neonatal myasthenia One son has dia¬ 
betes melhtus ^^^len the diagnosis of myasthenia 
grans was made, the patient was placed on therapy 
\nth ambenonium (Mytelase) chloride, she tol¬ 
erated tins poorly, however, and her medication 
was changed to pyoidostigmine, 120 to 180 mg 
every' hvo hours, wluch she was taking at tlie time 


tients were photographed before and after this 
medication Within 30 to 90 seconds after tlie m- 
jection of edrophonium, the ergograph tracmgs of 
both hands were repeated When the effects of edro¬ 
phonium had worn off, the patients received their 
usual dose of pyridostigmme About 90 minutes 
later, a second edrophonium test was performed 
and ergograph tracmgs were made before and after 
the injection 

Results—The photographs taken of tlie motlier 
(case 1) before and after the first edrophonium 
test are shown m tlie figure 1 The myasthenia weak¬ 
ness was gradually exacerbated as the effect of the 
pyridostigmine wore off It is also evident that the 
injection of edrophonium at the time of maximal 



Fig 1 —Photograph of patient with myasthenia gravis (case 1), treated with pyridostigmine bromide Left, 
before edrophonium test. Right, one minute after administration of 4 mg of edrophonium chlonde Note im^ 
proiement in ptosis 


0 her wsit at the clinic At the time of writmg she 
't ^^pable of doing light housework but gets help 
Or heavy work Phy'sical exammation revealed 
j^^^hzed muscle weakness and some speech dif- 

Procedure for Confirmation of Diagnosis of 
Myasthenia Gravis 

tb^° the diagnosis of myasthenia gravis, 

e patients were asked to return to tlie clinic tlie 
woming, two and one-half to four hours after 
oir last usual medication On arrival at tlie clmic, 
pg ^'.^^Sraph test was performed and repeated 
strp° maximal weakness of the gnp 

edro b At this bme, 4 to 8 mg of 

Ptionium was given mtravenously' and the pa- 


weakness (seven hours and 22 mmutes after the last 
dose of pyridostigmine) improved both the ocular 
symptoms and the grip strength In contrast to tins, 
95 mmutes after her usual dose of pyTidostigmme, 
the mtravenous injecfaon of edrophonium produced 
no further improvement She was advised to de¬ 
crease her dose of pyridostigmme to 150 mg at 
Tam and to 90 mg at 11 a m , 4 30 p m , and 8 30 
p m She has been domg well on this medication 
In the older daughter (case 2), maximal weak¬ 
ness developed six hours and 15 mmutes after ad- 
mmistration of 150 mg of pyTidostigmine The m- 
travenous mjeebon of 8 mg of edrophonium pro¬ 
duced marked improvement of both the grin 
sb-engtli and oculobulbar signs In conb-ast to th^ a 
second edrophonium test one hour and 35 mmutes 
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aftei administiation of 150 mg of pyridostigmine 
caused a slight decrease of the grip strength She 
w as advised to continue to take 150 mg of pyridos¬ 
tigmine eveiy foil! houis in the daytime and to de- 



Fig 2 —Ergogrftph tracings of patient in case 3 Each pair 
of tracings represents ergograms of right and left hands re 
speclnely Tncings 1, 2, and 3 were made tivo hours and 
55 minutes, four hours and 25 minutes, and five hours and 
15 minutes, respectively, after 120 mg of pyridostigmine 
had been taken orally Tracing 4 was made five hours and 
26 minutes after administration of the p> ndostigmine and 
one minute after intravenous administration of 8 mg of 
edrophonium Tracing 5 was made one hour and 30 minutes 
after second 120-mg dose of pyridostigmine Tracing 6 was 
made 10 minutes later, 1 minute after administration ot 
4 mg of edrophonium Note (1) gradual decrease of grip 
strength after administration of p> ndostigmine, (2) marked 
effect of increase in grip strength after administration of 
edrophonium in tracing 4, and (3) lack of potentiation of 
grip strength by second dose of edrophonium while dose of 
pj ndostigmine was still effective 


crease her medication to 120 mg eveiy four hours 
when not working 

In the younger daughter (case 3), maximum 
weakness developed in four liours and 25 minutes 


after she had taken pyridostigmine The intravenous 
injection of 8 mg of edrophonium at the time of 
maximal weakmess markedly improved both gnp 
strength and the oculobulbar signs In contrast, a 
second edrophonium test one hour and 30 minutes 
after administration of 120 mg of pyndostigmine 
caused slight deterioration of the gup strengtii 
{Fig 2) She was advised to take 150 mg of pyn 
dostigmine between 2 and 4am and at 7 a m 
and 120 mg every three hours until 10 p m 


Summary 

As far as it was possible to asceitain, the three 
cases described above constitute the first known 
incidence of the occurrence of myasthenia gravis in 
three female members of one family, a mother and 
her two daughters If the estimated incidence of 
myasthenia gravis is about 1 in 10,000 to 1 in 50,000, 
the statistical possibility of the simultaneous occur 
rence of myasthenia giavis m three members of a 
six-member family is less than one in a trillion 
Consequently, the possibilit)' cannot be excluded 
that either hereditary or environmental factors 
might be involved in the etiology of myasthenia 
gravis 

Pnde and Locust Streets (19) (Dr McNall) 
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A OMISSION TO MEDICAL SCHOOL -In tlie summer of 1875 ^ 

practice of medicine Any one who ^ ™ seLd cIll himself a doctor 

“shingle,” was at liberty to hire j But most young 

and practice upon any one whom of auacks took up the study of 

men who wanted to become ph>« hundred and sixty such 

medicine in some , indifferent, but all of them, except two, granted 

schools in the USA, good, * > register his name 

a diploma on the followmg conditions “preceptor” and was supposed 

„,.,h ,„me doctor, who Ihe.eby beca^o place three yearr 

to give him practical instruction T1 e ^ purpig those three years he 

befL Uie student was to come up over a pened of 

was requued to attend txvo courses of lector , 

from tok to sia months, the las. one „ any other 

tei-m of registraUon Such „nhnoxvn At tlie end of the second 

evidence of educational ‘I'^^Wication was ^unkn^^^^^ 

course he was given an o*’*'*^ ’ ,^hich the answers xvere marked If he 

which were asked, nor as to the man proceeded to practice upon his 

' Xdieied this ordeal, he received ^ B Wheeler Memoirs of a 

fe\ow.oieatnres with k„oV A Stohes Company, 193o 

Smaib^f^ Surgeon, New xork, r 
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^^edro\yprogesterone Acetate (Provera) —6a- 
Methyl-17a-acetoxyprogesterone —The structural 
formula of medroxyprogesterone acetate mav be 
represented as follows 


CHj 

I 



Actions and Uses —Medroxyprogesterone acetate 
IS an orally active progestational agent tliat pro¬ 
duces many of tlie physiological efiEects of pro¬ 
gesterone Like progesterone, it mduces glandular 
proliferation of the estrogen-primed endometrium, 
maintains pregnancy in the spayed rat, abolishes 
the fern hke cr)'stalhzation of cervical mucus, ele¬ 
vates the basal body temperature (tliermogemc 
effect), and produces progestational changes m the 
vagmal epithelium As shown by studies m surgi¬ 
cally castrated women, medroxyprogesterone ace¬ 
tate produces secretory' changes m the estrogen- 
pnmed endometrium closely resembling those seen 
in the normal premenstrual phase 
Unlike progesterone, medroxyprogesterone is 
highly active when administered orally, being effec¬ 
tive in doses 1/12 to 1/24 those of ethisterone 
Medroxy'progesterone acetate appears to be de¬ 
void of significant estrogenic activity Although it 
stimulates slightly the grow'th of the uterus in the 
Toyed, immature rat, this action is shared by 
other progestogens and is not considered neces- 
sanly indicative of estrogemcity It is also essen¬ 
tially free from androgenic activity, in immature 
castrated rats, it produces some growth of the 
prostate and seminal vesicles but is probablv no 
more active m tins respect than progesterone Like 
progesterone, the drug appears to have significant 
adrenocorticoid activity, as manifested by its abihty' 
to depress adrenal weight m ex'perimental animals 
ond to maintain life in rats subjected to adrenal¬ 
ectomy Somewhat surpnsingly, it also mhibits m- 
immatory' processes and promotes deposition of 
S VMgen m the livers of rats However, in a clinical 
administration of medrov\'progesterone ace- 
^ c to human females in doses of 50 mg dailx' 
°r a penod of six months did not produce any’ 
1 ^*^56 m adrenocortical function as mdicated by' 
1 ‘''Ses m urmary' IT-hydroxycorticosteroid or 17- 
j. °^‘^roid excretion or change in the eosmophil 
ponse to stimulation with corticotropnn In 
V ^ribjects, recommended doses have not y'et 
^ sliowm to inhibit secretion of gonadotropins, 

li9 


tlius, there is some doubt that the compound is 
capable of suppressing ovulation 

Medroxyprogesterone acetate has a range of 
clinical application and therapeutic effectiveness 
similar to that of other progestational agents Thus, 
satisfactory' results have been obtained witli the 
use of this drug cychcally m conjimction with 
estrogens in functional amenorrhea and functional 
uterine bleedmg In the latter condition, treatment 
with medroxyprogesterone acetate (or other drugs) 
should not be instituted until the presence of geni¬ 
tal malignancy has been excluded and the diag¬ 
nosis of a hyperplastic endometrium has been 
established by curettage 
Progestational agents have long been employ'ed 
in tlie treatment of threatened and habitual abor¬ 
tion Although some authonties now feel that a 
beneficial effect may be obtained in certam cases 
if the agent is given in suflficient amount through¬ 
out pregnancy', others remain skeptical The value 
of progestogens in the treatment of dy'smenorrhea 
and premenstrual tension is considered to be un- 
■jstabhshed at the present time 
The only side-effect tlius far reported is occa¬ 
sional somnolence Evidence of androgenic or estro¬ 
genic activity' or suppression of adrenal or pituitary 
activity has not been encountered m chmcal usage 
Dosflge—Medroxyprogesterone acetate is given 
orally For the production of withdrawal bleedmg 
in patients with functional amenorrhea, 2 5 to 
10 mg, dependmg upon the degree of endo¬ 
metrial stimulation desired, may be given daily 
for 5 to 10 days beginning on the assumed 16th to 
21st day of the menstrual cycle Supplemental 
estrogen therapy may be necessary m patients vv'ith 
a deficiency of endogenous estrogens MTien ther¬ 
apy IS successful, bleedmg usually occurs within 
three day's after admmistrahon of the drug is dis¬ 
continued Such therapy should be repeated for 
three consecutive cycles A similar schedule mav 
be used m patients vath functional uterine bleedmg 
Although the use of progestational agents in 
other conditions is considered unestablished, the 
following doses of medroxyprogesterone acetate 
hav'e been proposed m premenstrual tension and 
dysmenorrhea, 2 5 to 10 mg daily, m threatened 
abortion, 10 to 30 mg daily, and, in habitual abor¬ 
tion, first trimester 10 mg daily, second trimester 
20 mg daily, third trunester, 40 mg daily 
Preparations —tablets 2 5, 10 mg 


tear of introduction 1959 

Tlie Upjohn Company cooperated by fumishmg scientific 
data to aid m the eraluation of medrov-j-progesterone 
acetate 

The abore descnphons of drugs are based on asailable 
esidence and do not in ans case implv endorsement In the 
Council 
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HEALTH, EDUCATION, AND WELFABE 

Liver Disease m Rainbow Trout -In mid-July, the 
Food and Diug Adnnnistiation and the Public 
Healtli Seivice leceived lepoits of outbreaks of 
hepatoma m hatcheiv-pioduced rainbow tiout in 
Idaho, Utali, Montana and Washington An inves- 
tigation was begun immediately to deteimine 
whether the situation constituted a public health 
hazard and to discor'ei, if possible, the cause of the 
disease There is no evidence, accoiding to medical 
evpeits m the Public Health Seivice and the Food 
and Drug Adnnnistiation, that the outbieak con¬ 
stitutes a public health hazaid The cause of 
hepatoma in hatcheiy-pioduced lainbow tiout has 
not been deteimined The Food and Drug Admin- 
istiation pointed out, hou^ever, that shipment of 
tiout witli hepatoma in inteistate commeice is 
illegal undei the Food, Drug, and Cosmetic Act, 
since, under the laiv, diseased fish oi animals aie 
classed as adulteiated, even if they do not consti¬ 
tute a health hazard 

FOOD AND DRUG ADMINISTRATION 

Pep Pills —The opeiatoi of a “business” of supply¬ 
ing amphetamine to buck dnveis will have to 
seive 18 months m jail because the federal comt 
at Kansas City, Mo, promptly ovenuled a motion 
for leduced sentence Harold Etter, of Mission, 
Kan, had pleaded guilt)' to two counts of selling 
amphetamines ivitliout presciiption and was sen¬ 
tenced to nine months on each count, plus costs 
On July 14, die comt luled against leducmg the 
sentence after revieuung the goveinment’s state¬ 
ment of die extent and seiious consequences of the 
defendants actiwties Amphetamines, nicknamed 
“stay-awake” or “pep” pills bv illegal handlers, 
may be safely used foi medical purposes, but the 
misuse of diese drugs mav cause hallucinations and 
loss of co-ordinabon in dnveis and has been con- 
sideied a majoi cause of some seiious highway 
accidents A truck diivei who had slept one night 
out of the pievious ten while using amphetamine 
drugs named Ettei as his legular souice of supply 

Diug Seizures-—In July, foui actions weie taken 
against so-called “food supplements” piomoted in 
literature and “lectvies” for preventing and beat¬ 
ing numeious diseases including cancel, heait dis¬ 
eases, ulceis, diabetes, aithribs, and ovei weight 
One spielei claimed that cancer is caused by con¬ 
stipation and that constipation lesults from eating 
chemicals in food Eating “the right kind of food,” 
especially his multiple vitamins and concentiates 
of fiuits and vegetables, will “kill cancel,” he con¬ 
cluded 
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Honey was offered for arthritis, high blood pres 
sure ^hoid fever, heart disease, diabetes, Md 
alcoholism, as well as to promote long life and 
reduce weight Two so-called “appetite depres 
sants weie said to reduce weight because tliev 
contained phenylpiopanolamme hydrochloride 
which, however, is not effechve in curbing the ap’ 
petite and i educing weight ^ 


Device Seizures —A sun lamp was promoted at $40 
with claims that it would provide the “sunslnnc 
vitamins” to build sbong bones and teetli, promote 
the health of childien, and supply the equivalent 
of sunlight by allowing passage to tlie body of 
90 pel cent of the light lays above 3,100 units The 
dei'jce is nothing xnoie than a commercially avail 
able ultraviolet lamp, fitted with a polyester filter 
and adjustable refiectoi and attached to a floor 
stand Under teims of a default decree entered by 
the Federal Comt foi the Distiict of Philadelphia 
on Juh' 20, 1960, seized models of the Safe-T-Sun 
Lamp, piomoted bv American Atlas Corporation, 
Marion, Va , weie ordered to be destroyed 

Supplymg elecbic shocks via wet pads applied 
to the body will cure Iieadaches, buisitis, spondv 
libs, aithribs, neuritis, sciatica, vasculai disease, 
duodenal ulcer, high blood pressuie, and even 
sprains and fracbiies, accoiding to Iiteiature pro 
mobng an impiessive-looking elecbonic gadget 
The device, seized bv the government, sold for 
$400 

A “magic chaim” piomobon caused seizure of a 
bracelet to be u'Oin as a cme foi arthritis, stomach 
ulcer, tuberculosis, and cancer 

A so-called “an puiifiei” was seized because it 
was offered as a treahnent for colds, asthma, hay 
fevei, bronchibs, virus infections, lespiiatory ail 
ments, and allergies and to piovide complete pro 
tecbon against an borne iiritants, bacteria, aller 
gens, and viruses The device consists of a portable 
cabinet containing an electiical precipitator, a me 
chanical filter, and a fan for continuous recircuh 
tion of loom an 


Food Seizuies—A 44-ton shipment of coffee beans 
was seized on chaiges of insect infestation Wheat 
and flour xvith rodent and insect contamination con 
tinned to make up most of the volume of unfit 
foods lemoved fiom the market in July, 656 tons 
of the total 786 tons All three lots of seized flour 
weie also cbaiged to have been prepared or held 
under insanitary condibons permitbng contamina 

Dried lima beans, pickled beans, brined cauh 
flower and cucumber, and canned tomatoes con 
tamed spoiled vegetables, insect eggs, and njag^ 
gots Si\ shipments of frozen whole eggs, totaim., 
26 tons, contained rotten eggs Nearly five tons o 
flour were seized in warehouses for rodent con a 
inahon, and the government also charged tliat 
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food had been stored under insanitary conditions 
pennitbng contamination 

MTieat that had been mixed with mercurj'-treat- 
ed seed wheat and peanuts containing DDT were 
removed from tlie market on tlie basis tliat they 
Here adulterated unth cliemicals not permitted in 
these foods Nine shipments of ‘ food supplements” 
totahng more than 260,000 tablets were seized on 
charges that they were low-strengtli, misbranded 
by fSse and misleading curative claims, and failed 
to provide on the label tlie information required 
of foods offered for special dietary use One of 
these “\itamin” products contained onlv half of the 
amount of \atamm Bio and 70 per cent of the vita¬ 
min C declared on the label Another provided 
only 69 per cent of the labeled amount of vitamm 
A and 75 per cent of the labeled amount of vita¬ 
min C 

Seized as economic cheats were short-weight 
bags of coffee, low-fat butter, sodium casemate sub¬ 
stituted for and labeled as nonfat dry' milk sobds, 
colby longhorn cheese not made from pasteurized 
milk as required by the Food Standard, and canned 
tuna that was substandard because it contamed 
bone pieces and scales 

A shipment of canned vegetable shortenmg was 
seized on the charge that it was adulterated by 
the addition of nitrogen gas, increasmg its bulk and 
decreasmg its strengtli It was charged to be mis¬ 
branded by the claim of havmg ‘226 fewer calones 
per cup than any otlier shortening and by being 
picked in a misleading manner (14 oz in a 1-lb 
can and 2 lb 10 oz m a 3-lb can) It was also 
charged that an offer printed on tlie label of 3c or 
oc off the regular prices for the two sizes was mis- 
leadmg because there is no regular price for this 
product 


Color Additives Amendment —The color additives 
amendment is mtended to assure the purity and 
safety of all added colormgs, even if tliey are de- 
ij'ed from coal tar, that may be used m foods, 
™gs, and cosmetics It apphes the principle that 
'^stermmed by the actual use of a color 
a ditive Previously, tlie law was infleuble m re- 
quinng the Food and Drug Admmistration to ban 
entirely the use of a coal-tar color found harmful 
•n relatively large test amounts, even though small 
quantities gomg mto consumer products, such as 
"Pstieks, were safe 

ll^® law provides FDA with authority for 
’e first tune to specify tlie amounts of colors that 
^a\ safely be used and the products in which they 
b\lh ^ requires retestmg, largely 

e manufacturers, for established colors over a 
'4^° one-half years, and includes 

so-called Delaney anticancer clause bannmg 
m any amount of a color found carcino¬ 


genic 


^ man or animals 


Hazardous Substances Labehng Act—The hazard¬ 
ous substances labelmg law largely replaces the 
Federal Caustic Poison Act of 1927, which re¬ 
quired a “Poison” label for a few household articles 
such as toilet-bowl and drain cleaners The new 
act applies to all household chemical products that 
are toxic, corrosive, imtant, strong sensitizers, 
flammable, radioactive (if named by regulation), 
or pressure generators, if such articles may cause 
injury or illness from customary^ or reasonably fore¬ 
seeable use, including mgestion by' chddren Many 
types of solvents, cleaners, polishes, and waxes 
will be subject to this act 

Labehng requirements for consumer protection 
include the signal word “Danger” on substances 
tliat are extremely flammable, corrosive, or toxic, 
as defined m the act, and “Wammg’ or “Caution” 
on all other hazardous substances Affirmative 
statements such as “Causes bums,” “Vapor harm¬ 
ful,” or Similar wordmg descnbmg the hazard, as 
well as ‘Poison” if the product is highly toxic, are 
requu-ed Instmctions are required for first-aid 
treatment where appropriate 

Voluntary Actions —Food manufacturers and ware¬ 
housemen spent a total of $325,269 between Oc¬ 
tober, 1959, and June, 1960, in 14 plant improve¬ 
ments made voluntanly to assure production of 
clean, wholesome products A California vegetable- 
oil producer constructed a new $180,000 warehouse 
for safflower seed to make sure his raw material 
would be free from possible rodent and bird con¬ 
tamination 

To prevent possible fly and rodent contamma- 
tion of its cheese, a Kentucky firm spent $50,000 
in improvements, including new screenmg for 
doors, new bolding tanks, pumps, and hnes, con¬ 
crete outside foundation walls, and a change m 
the refrigeration unit for better coolmg and hold¬ 
ing of mdk 

A Georgia manufacturer of peanut butter and 
peanut oil provided unproved sanitation and pro¬ 
tection agamst possible insect contamination 
throughout his operations at a cost of $27,963 In 
his shelling plant, he installed a new sizing shaker, 
replaced an elevator, remodeled a sackmg roomj 
replaced wooden with metal chutes and hoppers' 
and provided an industrial tyqie of vacuum cleaner' 
In addition, he completely screened his oil mill, 
painted tlie expeller and oil settlmg rooms, pro¬ 
vided air and dust ventmg, and relocated peanut 
butter processing equipment for easier cleanmg 

A Nordi Carolma com meal and feed miller 
spent $17,000 to prevent possible insect and rodent 
contammation of his products He proi-ided storage 
for com meal removed from tlie processing room 
screened all vnndows, sheatlied interior vails of 
the millmg and packmg areas, made repairs to 
foundabon walls, and shut down operations for a 
complete fumigabon 
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Ant, Morris, New York City, Fordham University 
School of Medicine, New York City, 1919, veteran 
of World ^Var I, past-president of the Physieians 
Guild of Kings County and the East New York 
Medical Society, for many years praeticed in Biook- 
Ijm, where he was associated with tlie Beth-El and 
Kmgs County hospitals, died m the Grace-New 
Haven Community Hospital, New Haven, Conn, 
June 25, aged 65, of caicinoma of the stomach 

Argabright, William Kennetli, Waverly, Ohio, Ohio 
State University College of Medicine, Columbus, 
1925, interned at the Mount Carmel Hospital in 
Columbus, veteran of World War I, died ui the 
Blown Hospital, in Dayton June 25, aged 62, of 
carcmoma of the bladdei 

Brenner, Andrew Max, Winchestei, Ind, Indiana 
University School of Medicme, Indianapolis, 1936, 
formerly secretary-treasurer of tlie Randolph 
County Medical Society, interned at the Methodist 
Episcopal Hospital in Indianapolis, veteran of 
World War II, later served m the medical corps of 
the U S Naval Reserve, died June 28, aged 49, of 
congestive heart failure 


Umversity Hospital, Washington, D C, cerhBed 
by the National Board of Medical Examiners 
specialist certified by the American Board of Anes’ 
thesiology, member of the American Society of 
Anesthesiologists, served on tlie staff of the Dee 
Memorial Hospital, Ogden, Utah, associated wth 
the U S Veterans Administration, chief of anesthe 
siology at the Mount Alto Veterans Hospital and 
affiliated with the George Washington University 
Hospital, Washmgton, D C , where he died July 27, 
aged 35, of acute pulmonary edema 

Busch, Irving, New York City, Columbia University 
College of Physicians and Suigeons, New York 
City, 1919, fellow of the American College of 
Surgeons, on the staff of the Beth Israel Hospital, 
where he died July 7, aged 64, of coionary throm 
bosis 

Carmichael, Frank Everett ® Portland, Maine, 
University of Michigan Department of Medicine 
and Surgery, Ann Arbor, 1909, veteran of the 
Spanish-American War and World War I, served 
as health oflScer of Portland, died June 19, aged 83, 
of cerebral hemorrhage 


Brie, Fntz, New York City, Universitat Leipzig 
Medizinische Fakultat, Saxony, Germany, 1914, 
\ died June 5, aged 71, of carcinoma of the sigmoid 


Brookshire, James Leland ® Hushpuckena, Miss, 
University of Nashville (Tenn) Medical Depart¬ 
ment, 1907, past-president of the Clarksdale and 
Six Counties Medical Society, died in the General 
Hospital, Greenville, July 27, aged 77, of subarach¬ 
noid hemorrhage 


Blown, John W ® Pocahontas, Ark , Barnes Medi¬ 
cal College, St Louis, 1903, served as mayor and 
as president of the school board, on the staff of the 
Randolph County Memorial Hospital, for many 
y^ears president of the Bank of Pocahontas, died 
June 18, aged 81, of cerebral thrombosis and cere¬ 
bral aiteriosclerosis 


Brown, Vernon Jordon, San Francisco, Univeisity 
of Oregon Medical School, Portland, 1919, for¬ 
merly practiced in Portland, Ore, where he was 
past-president of the medical staff of the Emanuel 
Hospital, died July 4, aged 70, of arteriosclerotic 
heart disease 


Bruce, Clayton Roy, McLean, Va , born in Sewick- 
ley. Pa, June 18, 1925, George Washmgton Uni¬ 
versity School of Medicme, Washmgton, D C , 
1950 interned at the Providence Hospital and 
served a residency at the Geor ge Washmgton 

@ Indicates Member of the American Medical Association 


easier, De Witt Bellmgei ® Baltimore, born Nov 
15, 1878, Johns Hopkins University School of Medi 
cine, Baltimore, 1904, member of the American 
Gynecological Society, fellow of the American Col 
lege of Surgeons, served on the faculty of his alma 
mater, member of the advisory board of the Alfred 
I du Pont Institute, Wilmington, Del, associated 
with the Hospital for the Women of Marydand, 
Church Home and Hospital, Sinai, Union Memorial, 
Bon Secours, St Joseph s, and Johns Hopkins Uni 
versity hospitals, died July 1, aged 81, of arterio 
sclerosis 

Childs, Lansing Gamaliel, Jacksonville, Fla, Me 
harry Medical College, Nashville, Tenn, 1947, 
interned at the George W Hubbard Hospital of 
Meharry Medical College in Nashville, Tenn, 
served a residency at the Lincoln Hospital in Dur 
ham, N C , and the Freedman’s Hospital in Wash 
ington, D C, died in the Brewster Hospital May 
10, aged 38, of acute fulminating pancreahe necrosis 

Chloupek, Tom Vidger ® Redlands, Calif, Univer¬ 
sity of Oregon Medical School, Portland, 1950, 
interned at the San Bernardino County Charity 
Hospital in San Bernardino where he sen'ed a 
residency, died June 14, aged 43, of uremia 

Clough, Mary Eugenia ® Harrisburg, Pa . Umver 
sity of Pennsylvania School of Medicine, Phi a e 
phia, 1926, chief of pediatrics at the Harrisburg 
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Hospital, died in London, England, July 24, aged 
60, of coronar)' occlusion 

Cohen, Harry Eron ® New York City, Long Island 
College Hospital, Brookljm, 1905, specialist certified 
hy the American Board of Pediatncs, member of 
the Amencan Academy of Pediatrics, associated 
with the New York Umversity-Belleioie Medical 
Center, died June 18, aged 76, of acute coronary 
occlusion 

Coulboum, William Henry, Crisfield, Md , Univer¬ 
sity of Marydand School of Medicine, Baltimore, 
1901, deputy medical examiner for Somerset 
County, a director of the Bank of Crisfield, on the 
staff of the Edward W McCready Memonal Hos¬ 
pital, where he died July 30, aged 80, of acute 
dilatation of the heart and uremia 

Cnsmond, Loms Anthony ® Quincy, Mass , George 
Washington University School of Medicine, Wash¬ 
ington, D C, 1945, interned at tlie Quincy City 
Hospital, certified by the National Board of Medical 
Examiners, served in the U S Air Force from May, 
1951, to February, 1953, member of tlie American 
Academy of General Practice, died m the Carney 
Hospital, Boston, July 25, aged 39, of acute myo¬ 
cardial infarction 

Dancer, Charles Rowley ® Fort Wayne, Ind , Fort 
Wayme College of Medicine, 1900, past-president of 
the Fort Wayne Medical Society, veteran of World 
War I, m 1911 appointed medical examiner for 
the aty public school system and was at one time 
city school physician, served briefly as jail phy¬ 
sician, formerly a member of the board of managers 
of Irene Byron Hospital, served on the staff of the 
Fort Wayne State School, died in the Veterans 
Administration Hospital, Marion, July 26, aged 87, 
of arteriosclerotic heart disease 

Daniel, Rolhn Augustus ® Nashville, Tenn, Van- 
erbilt University School of Medicine, Nashville, 
912, died in Franklm June 20, aged 85, of cardio- 
'ascular disease 

P“'^> Edgar Francis, Ridgewood, N J , Harvard 
‘ edical School, Boston, 1955, interned at the Mary 
etcher Hospital in Burlington, Vt, served a resi- 
oncy at the University Hospital in Ann Arbor, 
certified by the National Board of Medical Exami- 
l^crs, lieutenant, senior grade, U S Navy Reserve, 
0 lologist attached to the U S Naval Hospital 
0^Jacksonville, Fla, where he died July 23, aged 
’ 'ojunes received m an automobile accident 

Dans, tVilliam Lacy ® Coushatta, La, Memphis 
j ) Hospital Medical College, 1909, past-presi- 
da' t River Parish Medical Societv, a 

Bank of Coushatta for many years, 
accH ^coner of Red River Parish, died June 5, 
M, of congestive heart failure 


Dawson, Jesse Louis, Dallas, Texas, Baylor Univer¬ 
sity College of Medicine, Dallas, 1913, veteran of 
World War I, died July 24, aged 73, of acute myo¬ 
cardial infarction 

Dean, Howard Lee, Radford, Va , Medical College 
of Virginia, Richmond, 1933, Radford College phy¬ 
sician, on the staff of the Radford Community Hos¬ 
pital, died July 5, aged 54, of coronary thrombosis 

Downing, Dana Fletcher, Richmond Hill, N Y, 
Boston University School of Medicme, 1904, mem¬ 
ber of the Amencan Psycluatric Association, vet¬ 
eran of World War I, died m the Veterans Adminis¬ 
tration Hospital m Newington, Conn , July 3, aged 
82, of coronary occlusion 

Dreher, Henry Samuel Sr, Salma, Kan , University 
of Oklahoma School of Medicme, Oklahoma City, 
1915, past-president of the Saline County Medical 
Society, a member of the board of directors of the 
Kansas Blue Shield for three years and was a 
member of the board of directors of the Peoples 
State Bank of Luray, veteran of World War I, 
died in St Luke’s Hospital m Denver July 12, aged 
66, of empyema of the nght pleural space 

Eastman, Lewis Kent, Phoenix, Ariz , Loyola Uni¬ 
versity School of Medicme, Chicago, 1917, veteran 
of World War I, died July 9, aged 64, of acute 
coronary occlusion 

Eddy, Wilham Nelson ® Suffolk, Va, Syracuse 
University College of Medicme, 1943, interned at 
the New York City Hospital, served a residency at 
the Auburn City Hospital m Auburn, N Y, veteran 
of World War II, associated with the Louise Obici 
Memorial Hospital, where he was a past-chief of 
staff, died July 16, aged 40 

Ench, Augustus Frederick ® Delta, Colo , Univer¬ 
sity of Colorado School of Medicme, Denver, 1912, 
veteran of World War I, died m the Veterans Ad- 
mimstration Hospital, Grand Junction, July 5, aged 
86, of pneumonia 

Fauster, John Ulnch Sr, Defiance, Ohio, Toledo 
Medical Gollege, 1897, died July 3, aged 90, of 
uremia 

Fergus, Le Roy Clark ® Los Banos, Calif, Medical 
College of Virginia, Richmond, 1935, interned at 
St Joseph s Hospital m Readmg, Pa, and the James 
Walker Memonal Hospital m Wilmington, N C, 
member of the Amencan Academy of General Prac¬ 
tice, associated with tlie Los Banos Emergency 
Hospital, where he died July 19, aged 50, of coro¬ 
nary thrombosis 

Fish, Harry Spaulding, Waverly, N Y, Universit> 
of Pennsylvania Department of Medicme, Phila¬ 
delphia, 1903, fellow of the Internabonal College 
of Surgeons and the Amencan College of Surgeons 
formerly practiced m SajTe, Pa, where he was a 
member of the borough school board and on the 
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staff of the Robert Packer Hospital, chief of surgi- 
ail service emeritus at the Tioga County General 
Hospital, died July 31, aged 80, of arteriosclerotic 
heait disease 

Fluegel, Gerald N, Wilkes-Baire, Pa, Jefferson 
Medical College of Philadelphia, 1925, fellow of 
the International College of Surgeons, veteran of 
Woild Wars I and II, associated with tlie Wilkes- 
Barre General Hospital and the Mercy Hospital, 
where he died July 2, aged 62, of coronary occlu¬ 
sion 


Ford, Joseph Wesley, Gadsden, Ala , University of 
Oklahoma School of Medicine, Oklahoma City, 
1931, on the staff of the Baptist Memorial Hospital, 
veteran of "World War II, died July IS, aged 59, of 
metastatic bronchogenic carcinoma 

Freese, Annie Elizabeth, Chicago, \Voman s Medi¬ 
cal College of Pennsylvania, Philadelphia, 1915, 
died June 23, aged 85, of cerebral hemorrhage 

Friedberg, Irwin Wolff ® Long Beach, Calif, 
University and Bellevue Hospital Medical College, 
New York City, 1924, served on the staffs of Long 
Beach Community Hospital, Memorial Hospital, 
and St Mary’s Hospital, where he died July 2, 
aged 59, of staphylococcal infection 

Fulstow, Philip Gardiner ® Kanab, Utah, born in 
Noiwalk, Ohio, Aug 12, 1919, Western Reserve 
University School of Medicine, Cleveland, 1944, 
interned at the City Hospital in Cleveland, where 
he served a residency, served a residency at 
the Mercy Hospital-Sisters of Mercy in Denver, 
member of the American Trudeau Society, an oflB- 
cer in the medical corps. Army of the United States, 
from April, 1946, to June, 1947, on the staff of the 
Kane County Hospital, died near Fredonia, Ariz, 
July 5, aged 40, in an automobile accident 

Gilmour, Omar Wood, Wassaic, N Y, Queen’s 
University Faculty of Medicme, Kingston, Ont, 
Canada, 1929, served with tlie Canadian Air Force 
during World War I, supervising psychiatrist at the 
Wassaic State School, died in the Sharon (Conn) 
Hospital June 27, aged 61, of basilar artery throm¬ 
bosis 


Gilpatrick, Cleston Wayne ® Major, U S Army, 
Rock Hill, S C, Albany (N Y) Medical College, 
1948, interned at the James M Jackson Memorial 
Hospital in Miami, Fla, served a residency at the 
Brooke Army Hospital in San Antonio, Texas, 
certified by the National Board of Medical Exam¬ 
iners, died in Gamboa, Canal Zone, July 11, aged 
34, of injuries received in an auplane crash 


Gorehk, Aaron N ® New York City, American 
University of Beirut School of Medicme, Syria, 
1996 fellow of the International College of Sur¬ 
geons and of the American College of Cardiolog)^ 
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59, of cerebral embolus 
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Graun, Richard Ernest, Happy Camp, Calif, Stan 
ford University School of Medicine, San Francisco, 
1930, member of the American Academy of Gen 
eral Practice, died in San Jose July 22, aged 65, of 
heart failure 


Grimes, Samuel Butler Jr ® Baltimore, bom in 
Baltimore, Oct 16, 1904, University of Virginia 
School of Medicme, Charlottesville, 1931, specialist 
certified by the American Board of Pediatrics, mem 
ber of the Ameiican Academy of Pediatrics, 
veteran of World War II, an mstructor m pediatncs 
at the Johns Hopkins University School of Medicine, 
supervisor of medical services of the Baltimore 
Department of Education, affiliated with Jolins 
Hopkins and Union Memonal hospitals and the 
Hospital for the Women of Maryland, died July 3, 
aged 55, of myocardial infarction 

Hall, Frederick Guy, Long Beach, Calif, Cornell 
University Medical College, New York City, 1899, 
formerly practiced m Galesburg, Ill, where lie was 
health commissioner, served as assistant city health 
ofBcei of Long Beach, veteran of World War I, 
died in tlie Veteians Administration Hospital July 
30, aged 86, of aiterioscleiohc heart disease 


HaU, Robert James, Pmeville, La, University of 
Tennessee College of Medicine, Memphis, 1931, 
specialist certified by the American Board of Psy 
chiatry and Neurology, member of the American 
Psychiatnc Association, served on the staffs of the 
Cieedmoor State Hospital m Queens Village, N Y, 
Wassaic (N Y) State School, and the Erlanger 
Hospital in Chattanooga, Tenn, associated with 
the Central Louisiana State Hospital, died July 4, 
aged 55, of acute myocardial infarct 


Harms, Frederick William, Galt, Calif, Cooper 
Medical College, San Francisco, 1895, died July 21, 
aged 91, of arteriosclerotic heart disease 

Hams, Hans, New York City, Eclectic Medical 
College of the City of New York, 1902, died in Old 
Forge, N Y, July 31, aged 82, of cerebral hemor- 
ihage 


Hams, Jessie Marvin, Wilburton, Okla, Atlanta 
School of Medicme, 1907, veteran of World War I, 
died in McAlestei July 2, aged 75, of coronan’ 


disease 


Hauser, Otto ® Mount Olive, Ill, Missoun Medical 
College, St Louis, 1899, died m St Francis Hospi 
tal, Litchfield, May 29, aged 87, of cerebral hem 
orrhage 


lodarsky, Leonard John ® Des Moines, Iowa, 
University of Iowa College of Medicine, Io« a 
1931, veteran of World War 11 and w'as 
ded the Bronze Star for meritorious ser\nce i 
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connection witli military' operations fiom Januar^i, 
1944, to Mav, 1945, cvitli the Nmth Engineer Com- 
n^nd m the European theater, on the staff of the 
Veterans Administration Hospital, where he died 
june 27, aged 56, of cerebral thrombosis 

Sungcrbuehler, John Conrad, Philadelphia, Uni- 
lersiti of Pennsylvania Department of Medicine, 
Philadelphia, 1901, died July 21, aged 80, of arterio- 
;c!erotic heart disease 

acknou, Albert Saul, Pontiac, Mich , University 
if Western Ontano Faculty of Medicine, London, 
)nt, Canada, 1952, interned at the Wayne Countv 
Jeneral Hospital and Infirmary m Eloise, where 
le served a residency, serv'ed a residency at the 
innersity Hospital in Ann Arbor, specialist certi- 
edhy die American Board of Orthopaedic Sur- 
;er), member of tlie Michigan Crippled Childrens 
onety and the Alpha Omega Alpha Honor Society, 
ssonated with the William Beaumont Hospital in 
lo)alOak, Pontiac General Hospital and St Joseph 
ieicy Hospital, where he died July 25, aged 34, 
f malignant astrocytoma mth hemorrhage 

muary, Harold Linton, Colchester, Vt, born in 
bawatomie, Kan, Oct 17, 1909, Harvard Medical 
cliQol, Boston, 1934, specialist certified by the 
menean Board of Internal Medicme, certified by 
'e National Board of Medical Examiners, member 
fthe House of Delegates of the American Medical 
isoeiation in 1955 and 1957, served as secretary- 
easurer of die New Mexico Medical Society, past- 
resident, New Mexico Heart Association, and 
isociate of the American College of Physicians, 
deran of World War 11 and was awarded the 
sutic Pacific Service Ribbon, Amencan Defense 
•nice Medal, New Gumea Campaign Star, Philip- 
'ne Liberation Ribbon with one stai and Luzon 
ampaign Star, formerly on the staffs of the Bataan 
emorial Methodist Hospital, St Josephs Sana- 
'nam and Hospital, Presbyterian Hospital Center, 
’ J^fiterans Administration Hospital in Albuquer- 
A M , served on the faculty as clmical associate 
I medicine at the University of Vermont College of 
Vt, where he was on the 
'' ^ j De Goesbnand Memonal Hospital and 

s laiy' Fletcher Hospital, died June 17, aged 50, 
' “eart attack 

•fae, Byron Homer, Detroit, Detroit College of 

Herman Kiefer Hos- 
I'oc" cardiac failure, diffuse 

ocar nl fibrosis, coronary insufficiency, and 
'''monan- tuberculosis 

H j Detroit, Northwestern Uni- 
lisbl' School, Chicago, 1896, died m the 

Sed 93 O'^J^ch) General Hospital May 13, 
ir„. ’ acute suppurative pyelonephritis and 

^^^'"omaoftheprostSe 


Kempton, Earl James ® Weedsport, N Y , Syracuse 
University College of Medicine, 1917, health officer 
for the towns of Brutus, Mentz, and Conquest, the 
villages of Port Byron and Weedsport and was 
the Weedsport Central School physician, formerly 
member of the board of education, a member of 
the staffs of Auburn Memonal Hospital and Mercv 
Hospita’ in Auburn, died July 14, aged 69, of a 
pulmonary embolism 

Kermott, Louis Henry Sr, A'linot, N D , Minne¬ 
apolis College of Physieians and Surgeons, 1904, 
associated with St Josephs Hospital, surgeon for 
the Great Northern Railroad, died June 29, aged 
84, of arteriosclerotic heart disease 

Kilbourn, Orley Clyde, Cowgill, Mo , University 
Medical College of Kansas City, 1910, died in the 
Wright Memorial Hospital, Trenton, July 22, aged 
74, of coronary thrombosis 

Kilboume, Perley Howe, Davton, Ohio, Western 
Reserve University Medical Department, Cleve¬ 
land, 1908, specialist certified by the Amencan 
Board of Otolaryngology, member of the Amencan 
Academy of Ophthalmology and Otolaryngology, 
a staff member of Good Samaritan, St Elizabeth, 
Dayton State, and Miami Valley hospitals, trustee 
of the Otterbem Gollege, died July 25, aged 80, 
of cancer 

Kinloch, Robert Ernest, Brooklyn, Albany (N Y) 
Medical College, 1899, membei of the American 
Urological Association, fellow of the Amencan 
College of Surgeons, veteran of World War I, 
associated with the Prospect Heights Hospital, 
Cumbeiland Hospital, and the Aletliodist Hospital, 
where he died July 12, aged 86, of bleeding duo¬ 
denal ulcer 

Lowrey, James Henry, Maplewood, N J , born in 
Newark, N J, July 12, 1880, Columbia University 
College of Physicians and Surgeons, New Yoik 
City, 1902, past-president of the Essex County 
Medical Society, Hie Essex County Anatomical 
and Pathological Society, and of the Doctors Club 
of Newark, veteran of M^orld War I, serv'ed on the 
staffs of Newark City Hospital, Presbvtenan Hos¬ 
pital, and St Michaels Hospital m Newaik, m 1908 
xvas elected from Essex County to a term as an 
assembljonan, died in Bemardsville July 9, aged 79 

McCauley, Hugh Bernard ® Philadelphia, Temple 
Umx'ersity School of Medicme, Philadelphia, 1929, 
veteran of World War II, served on the staffs of 
Nazareth Hospital and St Marv's Hospital, where 
he died Julv 3, aged 56, of mvocardial infarction 

McCullough, John Davis ® Northampton, Mass , 
Umversitx' of Pennsxdxania School of Aledicine' 
Philadelphia, 1931, specialist certified by the Amer¬ 
ican Board of Psvchiatrx' and Neurology, member 
of the Amencan Psxchiatric Association, veteran of 
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World Wax II, manager of the Veteians Adminis¬ 
tration Hospital, died in the Veterans Administra¬ 
tion Hospital, Boston, July 6, aged 55, of carcinoma 
of the esophagus 

Mahoney, Patrick James ® Boston, born m Nor¬ 
wich, Conn, Jan 24, 1902, Harvard Medica 
School, Boston, 1928, certified by the National 
Board of Medical Examiners, instructor of surgery 
at Boston University and his alma mater, veteran 
of Woild War II and received commendations tor 
his part in the invasions of North Africa ^d Italy 
and^the campaign m the Pacific, ^ssociated wi i 
Mount Auburn Hospital m Cambridge Mass Chi 
dren’s Hospital, and Massachusetts 
nital died m the Boston City Hospital June 30, 
Iged 58, of injuries incurred when struck by a ca 

Manwarmg, Wilfred Hamilton ® 
to m A^land, Va , Sept 14,1871 ohns Hopkins 
UniversiW School of Medicine, Baltimore, 1904 
™emkr rf the Ameucan Soc.ety for Evpermen 
Pathology, American Association of P^thologs 

gists, and Sigma Xi, P"f of the Ameri- 

Association of ’ cement of Science, 

can Association for t , , ^ University 

fellow and ““'f ^ 

of Clueago, 1904-1905. associar P j 

fo'fo» ■” r- 

apolis, fiom 1000 ^ nnApfpllei Institute for 
thology and and assistant from 

Medical Research, 19 , j „„ ^nd expen- 

1910 to 1913, professor of bacter oiogy 

mental ^37, whence became 

Medicme fUchonal pathology, 

emeritus professor t Medicme m 

Washmgton Umvers.^ Mountain View June 

arteriosclerosis 


School of Medicine, in 1958 received the universit)’s ^ 
citation in medical education and the students sc 
lected him “Outstanding Teacher of the YeaT”-- 
speciahst certified by the American Board of Det 
matology, member and past-president of the Amen 
can Dermatological Association, served as secretan 
and president of the American Academy of Derma 
tology and Syphilology which in recognition of his 
work established the Earl D Osborne Fellowship at 
the Armed Forces Institute of Pathology in Wash 
ington, past-president of the Erie County Chapter 
of the American Cancer Society and the Buffalo 
Academy of Medicine, secretaiy general for the In 
teinational Congress of Dermatologists and diair 
man of tire committee making arrangements for the 
congress at the 1961 convention to be held in 
Wafhmgton, member of tire House of Dekgates 
the American Medical Association from 1944 to 19o2 
and in 1954 and m 1958 chaiiman of its Section on 
Dermatology, chief attending physician of ^ertna 
foto an& 4 ilology at Buffalo General Hosp.ta 

lem he was past-president of the medica board 

iultant m dermatology at E 1 Meyer Utaoiii 
Hospital " aS Memmi”t Hospili 

:C£g aS llule playing golf/ *»-i., 

;; S July k aged 65, of coionary dise.rse 

Parker Paul Harmon ® Meridian, Miss, Julai 
Unwersity School of Medicine, New Orle^l95 

member of U, S°in the Anders 

tus 


®- T> a 

Morgan, Norman ^f Medicme, San 

Wash, Stanford University g City Hos- 

Francioo, 1957. of Columbia 

pitals, served a residen^ ante D/n 

General Hospiml »JVastangt ^ ^ ^7, of 

United States An ^“^“Xecrdent 
,„,unes incurred rn an arrcrat 

Morrow, lol:"/^r^ro/MScine’ Sd College of 
of Maryland Baltimore. 1947, meinber 

Physicians and Su'gM“. ^„^,thesiologists, died 

t £ sm«dal July 3. aged 36. of cncnlatory 

shooVandtepadccnrhosis p^,„3key, 

Osborne. Earl ofWhigan Me/ral 

“Xso&atologyattte university ofBnff 


tus 

Patterson, Her ^7'” dlcM*New Orleans, 1! 
University School of served as mayor 

veteran of World War Adminn 

r?lo:pS:Du*i.Jnne30,.,ged55,ofr 

brovascular accident 

Pearce, Boy Gentry ClSd. 1 

University Medica P p^Ugog of Phys'^- 

Sow o1 foe, Am«.c» Co^ with tf A 

veteran of World j 5 e,p„„|, Clove 

Clinic, died m tl infarction 

July 23, aged 75, of my 

Petrone, Peter An^y, 

Medical arb City Hospital, for^^ 

interned at the N tJnsmtal veteran of 1 

resident at St NB^^'f^ttoe^Pre^enan 
'^YS4StendMS.calCen.er.foedIa. 

:;td 43. of coronary occlusion 
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Pfaff, Earl Kesley, Rialto, Calif , Indiana Medical 
ColieW Scliool of Medicine of Purdue University, 
\dianapolis, 1906, died in Loma Lmda June 27, 
s-ied 79, of shock, arteriosclerotic heart disease, 
Mil generalized arteriosclerosis 

Pfeiler, Adam George ® Sheboygan Falls, Wis , 
Nnrtlwestem University Medical School, Chicago, 
1910, sen ed as health officer of the city and town 
ofSliebo}gan Falls ind of the town of Lima, asso- 
aaled with the Sheboygan Memorial and St 
Nicholas hospitals in Sheboygan, died July 21, aged 
ll of cancer 

Pilka, Dominic, Boston, Middlesex College of Afed- 
icme and Surgery', Waltham, Mass , 1929, died in 
the Boston CiU' Hospital June 27, aged 71, of 
imocardial mfarction 

Reiniann, Leo Edward, Franklmville, N Y, Uni- 
aersih of Buffalo School of Medicme, 1916, past- 
'president of the Cattaraugus County Medical So- 
ueti, leteran of World War I, died June 28, aged 
SS of carcinoma of the bladder 

Reiss, Joseph, Newtown, Conn, University and 
Bcllenie Hospital Medical College, New York City, 
1914, sewed on the staff of the Mount Smai Hos¬ 
pital m New York City, Danbury (Conn ) Hospital, 
and the New Milford (Conn) Hospital, died July 22, 
aged 73, of carcinoma 

Ihhl, Walter Alday, Lebanon, N H , Hahnemann 
Medical College and Hospital of Philadelphia, 
1934, member of the American Academy of General 
Practice, president of the Lebanon College, award¬ 
ed a silver star for gallantry m action and the purple 
heart with oak leaf cluster dunng World War II, 
associated with the Alice Peck Day Memorial Hos¬ 
pital, where he was past-president of the staff, and 

'' ere he died July 23, aged 56, of malignant lirain 
innior 

Helmick, Carson City, Nev , Kansas 
1' (Mo) Hahnemann Medical College, 1913, for 
™an\ jears secretary-treasurer and member of the 
n'a a State Board of Medical Exammers, phy- 
leian for the Nevada Selective Service Board, 
sociated with the Carson-Tahoe Hospital, died 
' 98, of a heart attack 

Georges, Cranston, R I, born m 
5 ! In’ ^ ^ Harvard Medical 

Tmrt”’ ®'’^hon, 1924, member of the American 
pital^'^^p “'herned at the Rliode Island Hos- 
di'isio*' Pmedical director of the state 
Kurt "fa tuberculosis control, i member of the 
^d h" ), of the Rhode Island Tuberculosis 
^fid T V" president of tlie New Eng- 

"f tlip Conference, served on the staffs 

, ’°°e Island, Roger Williams, md Miriam 
Dr U E Zambarano 
^ Hospital, Wallum Lake, associated a\ith 


St Josephs Hospital, Providence, where he died 
June 3, aged 61, of massive pulmonary embolus 

Schmidt, Norman Louis @ Stamford, Conn , Van¬ 
derbilt University School of Medicme, Nashville, 
Tenn, 1927, member of the Industrial Medical 
Association, veteran of World War II, died m the 
Veterans Administration Hospital, Newington, July 
20, aged 63, of recurrent carcinoma of the soft palate 

Slipyan, Alvin ® Elmhurst, N Y , George M'^ashmg- 
ton University School of Medicine, V'^ashington, 
D C, 1931, interned at St Peter’s Hospital in 
Brooklyn, specialist certified by the American 
Board of Internal Medicine, member of the Ameri¬ 
can College of Allergists, associate of the Amencan 
College of Physicians, associated witli the Green- 
point Hospital m Brooklyn, director of medical 
research for Abilities, Inc , of Albertson, L I, died 
July 5, aged 53, of acute coronary disease 

Turner, Guy Frankhn ® Long Point, Ill, University 
and Bellevue Hospital Medical College, New York 
City, 1899, served as postmaster at Long Point until 
his retirement m 1945, for many years village presi¬ 
dent and president of the Long Pomt High School 
board of education, died in St Mary's Hospital, 
Streator, July 15, aged 84, of acute myocardial in¬ 
farction, calcific aortic stenosis, and calculus in 
bladder 

Twaddle, Card Wilson, Auburn, Maine, Bowdoin 
Medical School, Portland, 1916, associated with the 
Central Maine General Hospital in Lewiston, where 
he served an internship, died while vacationing at 
Forks July 17, aged 70, of a heart attack 

Walter, Guy Franklin, Minneapolis, University of 
Minnesota College of Medicine and Surgery, Min¬ 
neapolis, 1906, retired from the Veterans Adminis¬ 
tration on Sept 14, 1951, died in the Eitel Hospital 
July 16, aged 78, of myocardial infarction 

West, Lulu Alberta Peterson, Lakewood, Ohio, 
University of Wooster Medical Department, Cleve¬ 
land, 1906, served on the staff of the Cleveland 
State Hospital, died July 17, aged 77, of arterio¬ 
sclerotic heart disease 

White, Charles Edgar ® Muskogee, Okla , Univer¬ 
sity of Tennessee College of Medicine, Memphis, 
1923, a member of the state board of health for 
many years and m 1945 was \uce-president, served 
as city and county superintendent of public health, 
died in Muskogee General Hospital July 7, aged 66^ 
of septicemia 

Whitten, Benjamin Leland ® Miami, Fla , Atlanta 
College of Physicians and Surgeons, 1909,’ veteran 
of World War I, died m Baptist Memonal Hospital, 
Jacksonville, July 19, aged 73, of bronchopneu¬ 
monia, metastatic carcinoma, carcinoma of the 
tlnToid, and pulmonar\ empln sema 
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BRAZIL 

Protracted Typhoid-Di Rodolfo Teneua (Rev 
Inst de med twp de S«o Paulo [April] 1960) ob¬ 
served 16 patients with typhoid in whom the clini¬ 
cal course of the disease averaged 9 months, ranging 
fiom 6 to 12 months Clinical difiFerentiation from 
conditions which simulate this vaiiety of typhoid, 
especially visceial leishmaniasis, was difficult 
Schistosoma mansoni infection, which was present 
in all but one patient, may have been a factoi in 
the piolonged couise of the disease 
Aftei the diagnosis was made, all 16 patients 
ivere tieated with chloramphenicol In addition, 
tv'o doses of tvphoid vaccine at a seven-day interval 
were given to each patient The patients’ responses 
to chloiamphenicol weie prompt Return of tempei- 
atuie to noimal levels occurred within 24 houis 
after theiapy was staited, and this tieatment was 
continued for at least 72 hours after temperatiiie 
had become noimal The other signs also subsided 
rapidly The anemia, for example, which in some 
patients had been lesistant to non, high-piotem 
mtake, and blood transfusion, impioved on specific 
therapy No side effects of cliloramphenicol theiapy 
weie observed Only one patient lequiied a second 
course of chloiamphenicol 


GERMANY 

Listeriosis in Neonates —^Vedeinyer and Seeliger 
(Aich Kinderh 160 25, 1959) obseiwed listeriosis in 
five neonates This disease does not piesent path¬ 
ognomonic symptoms The small papular lesions, 
whieh aie consideied diagnostically impoitant, 
were piesent in only thiee of five infants In two 
monocytosis was piesent, and in tv'o theie was a 
yellow tinge to the skin in addition to the cyanosis 
The mothers of three patients had fevei In one of 
these the ammotic fluid was a duty gieen, and 
pioteinuiia was piesent Two motheis had no symp¬ 
toms suggestive of this disease dining pregnancy 
Only thiee motheis gave a pievious history of 
premature biitli oi abortion The varying and often 
uncharacteiistic symptoms made the diagnosis in 
both the infant and mother difficult Bacteiiological 
and serologic examinations were of little value for 

an early diagnosis , , , 

In the past it was thought established that the 

piesence of Listeua can always be proved by 
Gram’s staining in the meconium of infected 
neonates, but this method, which is a quick help 
on massive infection, did not help in these cases A 

The Items in these letters ire contrilmted b\ icgninr correspondents 
In the various foreign countries 


negative meconium Gram’s stain does not nile out 
hsteiiosis In one case the patliogen could he cul 
tured within 24 hours Absence of antibody in tlie 
rnothei also does not rule out acute listeriosis Titer'! 
above 1 320 are a reliable mdication of the pres 
ence of the infection but do not give information 
about the time when it was acquiied Further 
clinical experience has to be gained to see ivhetlier 
chloramphenicol is superior m the treatment of the 
infection to the previously prefeiied tetraci'clme 
In any case listeriosis will be found oftener when 
it IS consideied in the differential diagnosis Its 
prognosis will improve only when the diagnosis is 
made early In view of the difficulties in diagnosis 
it may be justifiable to treat on suspicion 


Hydionephrosis Due to Irradiation-H Muth 
{Zentwlbl Gynak 81 861, 1959) found that \27c 
patients who had iiradiation treatment for cervical 
carcinoma had hydronephrosis on follow-up exanii 
nations He believed that the reason for this w'as a 
radiation-induced mdiuation associated with urc 
teial stenosis Of those who had radical vaginal 
and abdominal operations foi ceivical cancer, 4257c 
had tempoiary ureteral affections, which progressed 
to chronic damage in about 25% The author con 
eluded that chronic damage developed from the 
functional disoideis Congestion or hydronephrosis 
developing six months 01 later aftei the operation 
is suggestive of a 1 elapse, the same applies m the 
development of these conditions 12 to 18 months 
after iiiadiation treatment 
The authoi has obseived a total of 78 patients 
with hydronephiosis, five patients (three of wdioni 
were inadiation-tieated patients, and two of wdiom 
were suigical patients) died of the results of -i 

I elapse, thiee (inadiated) relajise-fiee patients 
died from ascending treatment-iesistant processes, 
nine had unilateial nephrectomy Of the other 61, 
40 weie followed up, svith due legaid paid to rcn.il 
hypertension Of 29 patients with hvdroneplirosis 
after opeiation, 18 presented the same pattern as 
on the first examination In two the condition h.K 
changed into one of non-functioning kidney, and 

II showed complete or at least marked spontant 
ous regression of the hydronephrosis diagnosed 1"<' 
years before Of 11 patients with hydronephrosis 
after opeiation, nine had remained unthan|fd. 
and two showed regression of non-functioning 
neys to frank hydionephiosis 

Choroidal Metastases-H Hofmann (K/m 
natsbJ Aiigenh 134 489, 1959) reported t la 
four cases of metastases of cancer in the chow 
three were in patients with bronchial carcinon 
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and one in a pabent with mammary cancer In hvo 
the metastases were bilateral A single radium 
contact irradiation with 2,000 to 4,000 r effeeted 
subsidence of the metastases to sueh a degiee that 
the patient’s vision was restored and maintained 
until death 

Onlv a small opeiation is requiied since only the 
con)unctiva and Tenons capsule need be opened, 
ind tins ma\' be done under local anesthesia A 
radium needle of 2 to 5 mg is introduced to the 
desired site and fixed by suture to the sclera It is 
fastened to a thread whieh is led out of the con- 
[imctival opening and, after the specified time, can 
lie pulled out after a surface anestliehc is given 
The treatment offers an advantage over \-iay irra¬ 
diation in tliat die dose can be exactly determined, 
and the area irradiated can be more accurately 
hunted 

Vitamin D for Acute Skm Diseases —V Volf ram 
{Haiitnrzl 10 509, 1959) used large doses of xutamm 
Dj to treat 874 patients, most of xvhom had exuda- 
ti\e skin diseases A dose of 600,000 units (300,000 
units twice daily) was given for three days, during 
which the patients xvere given a diet consisting of 
onlv milk and fruit juices Contraindications to 
this treatment include age above 70 years, renal 
dimage, hi'pertension, cardiac damage, and blood 
dianges When blood calcium levels mdicated that 
a second treatment was necessaiy, it was given 
fight days later, but no patient received moie than 
two treatments Best results weie obtained m those 
"itli acute inflammatoiy conditions of the skin, 
especially acute eczema 

Patients with generalized eczema were bene- 
nted and shosved rapid subsidence of the eruptions 
The forms of eczema shoxvmg the greatest benefit 
"ere the acute, generalized, mycotic, and dyshi- 
rohc Results were excellent or good m patients 
"ith pitj’nasis rosea, parapsoriasis, and exaidative 
multiform erj'thema Varied results were seen m 
osewith exacerbated psoriasis vulgaris, urticaria, 
frpes zoster, dermatitis herpetiformis, and actinic 
The effect was mainly in the rapid 
inn^ The acute changes, especially weep- 

0° of action is yet unexplained, but 

1 seem to be a relation to calcium 
iSect ° ^ corticotrophm-hke effect Side 

s necessitating discontinuance of treatment 
'>^>'^ed m hvo patients 

INDIA 

hinn'rT'^ functions and Thoracic Surgery —H B 
00 workers (Indtan } Tuherc 7 50 
^“action ^^^Ted that the effect on pulmonarx' 
™Portant m assessment of an operative 
lo ® 'O’' pulmonary tuberculosis in addition 
To inactivate or remove the tuberculous 


lesions The authors studied a series of 47 patients 
with pulmonary tuberculosis, 32 of whom had a 
posterior-staged thoracoplasty and 15 of whom had 
a resection 

The disease xvas moderately or far advanced in 
all patients, but the lesions were relatively stable 
All were ambulant Pulmonary function was as¬ 
sessed within a period of 14 to 30 day's before 
operation, and the mvestigations were repeated 
aftei an average interval of 82 days following oper¬ 
ation Thoiacoplasty xvas the operation of choice, 
and resection xvas reserx'ed for strictly localized 
unilateral disease 

Almost all patients had modeiate impairment of 
ventilatory function before operation The average 
observed vital capacity' xvas 2 14 liters as compaied 
to 3 96 liters expected vital capacity, and the ob¬ 
served maximum breathing capacity was 98 2 liters 
as compared xvith the average I2I 5 liters expected 
maximum-breathing capacity The reduction m 
maximum-breathing capacity was often marked 
and definitely out of proportion to the extent of the 
lesion Aftei opeiation both the vital capacity and 
the maximum-breathing capacity showed a furthei 
fall The oxygen uptake, minute volume, tidal air, 
and ventilation equivalent showed a slight decrease 
The total oxygen uptake diminished by 2 per cent 
on an average from its preoperative value, vital 
capacity by 33 per cent, and maximum breatlimg 
capacity by 20 per cent It was observed that the 
mean loss of pulmonary function resultmg from 
lobectomy xvas less than that after thoracoplasty 
The loss after thoiacoplasty increased steadily' as 
the number of ribs lemox'ed increased 

Marfan’s Syndrome —Jam and Sepaha {Indmn J M 
Sc 14 418 [May] I960) reported foui cases of 
Marfan’s syndrome Arachnodactyly xvas a promi¬ 
nent feature m all The first patient had xvell- 
marked skeletal manifestations xvithout cardiovas¬ 
cular and ocular involvement He xvas normal until 
10 years of age xx'hen he first noticed a deformit\' 
of the left ankle At the time of examination he had 
marked valgus deformities at both ankles, boxvmg 
of the tibias, exaggeration of the plantar arches, 
tilting of the pelvis, and alteiations of the normal 
curx'atures of tlie spine 

The second patient had, in addition to arach¬ 
nodactyly', a high-arched palate, dolichocephalic 
head, piomment supraorbital ndges, a funnel- 
shaped chest, a soft systolic murmur in the mitral 
area, splitting of second pulmonic sound, pthisis 
bulbi m the right eye, a hazy' cornea and lost iris 
pattern in the left eve, and a marked decrease in 
vision Tins patients electrocardiograms shoxxed 
incomplete nght bundle-branch block 

The third patient had skeletal and ocular mani¬ 
festations, tlie electrocardiogram shoxxed sinus 
rhythm, promment R xvaves in the aVR lead, and 
inx'erted T x\ ix'es m leads Vj, V_, and 
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The foiuth patient had mild aiachnodactyly 
l)oiizontal nystagmus in both eyes, defective vision, 
and amicular fibiillation None of the patients bad 
a family histoiy of this condition 

The fiist patient lesembled a peison with pitui- 
taiv gigantism, but the histoiy of repeated hip dis¬ 
locations confiimed the diagnosis of Marfan’s syn- 
diome The foiiith patient’s heait was paitially 
lotated towaids the light side, and his oculai de¬ 
fects, especially coloboma of the choioicl, have not 
pieviouslv been associated with this syndiome 
None of the patients had the typical aoitic defects 
The authois concluded that although typical cases 
of this svndiome aie laie, atypical cases aie not 
uncommon and should be consideied when patients 
with congenital heait lesions and with defective 
vision are examined As all the patients m this 
senes weie undei 30 years of age, it is possible that 
they might latei develop the typical findings with 
involvement of all the three sj'stems—skeletal, cai- 
diovasculai, and oculai 

Chloipiomazine in Laboi -M D Adatia (/ Obst 
tC- Gijnaec India 10 470 [June] 1960) studied the 
potentiatmg effect of chloi promazine hydrochloiide 
on mepeiidine hydiochloiide in the management of 
labor in a series of 100 selected subjects, who weie 
mostly piimigravidas Pudendal block anesthesia 
was given to most of the patients in the second 
stage of laboi 

The first dose of 50 mg each of chloipiomazine 
and mepeiidine was given mtiamuscularly when 
the patient demanded lelief of pain, the second 
dose of 25 mg each of the two drugs was given 
01 ally when the patient complained again of too 
much pain, and the third dose, the same as the 
second, was also given on demand The dose of 
mepeiidine given was 50 mg to 44, 75 mg to 26, 
and 100 mg to 30 patients The dose lequiied for 
contiols, who weie not given chloipiomazine m 
addition to mepeiidine, was double that in the 
trial senes 

No ill effects weie obseived aftei the administra¬ 
tion of chloipiomazine In the chloipiomazine- 
tieated senes, vomiting was maikedly reduced m 
all three stages of laboi A good analgesic and 
hypnotic effect was observed in 70 pabents, 6 had 
a poor lesponse, and the lesponse in the lest was 
fair The foice, fiequency, and duiation of uteiine 
conti actions were modified in only three, in whom 
pains piactically stopped foi 12 hours As legards 
the effects of the diug on the fetus, respirahon was 
spontaneous m 93, and 7 requiied mild resuscita- 
hve measuies No side effects were obseived 

The authoi concluded that chlorpiomazme has 
a definite potentiabng effect on meperidine during 
labor The combination provided maximal comfoit 
to the mothei and bad minimal untowaid effects on 
the infant The drug could be mixed xvith meperi- 
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dine in the same syringe and had no ill effects mi 
the progress of labor in most cases 

Viomycin, Pyiazinamide, and Cycloserine for Tu 
berculosis —Baneijee and Fletcher (Indian ] Tuherc 
7 64 [Mar] 1960) treated a series of 115 patients 
who had chronic advanced pulmonary tubeiciilosis 
with viomycm sulfate, pviazinamide, or cycloserine 
All had previously leceived stieptomvcin, isoniazicl, 
and para-aminosalicylic acid foi three oi four years 
and had developed resistance to these drugs Of 
these patients, 70 weie beyond anv suigical treat 
inent because of the extent and distiibution of tlie 
disease, reduced pulmonaiv function, oi pooi gen 
eial condition Of these, 14 received vioinycin, 20 
pyiazinamide, and 36 cycloseime for 10 to’ 16 
weeks In the lemaining 45, suigeiy offeied the only 
chance of cure, but the iisk was great because of 
the mfectiousness of the spubim, extent of the 
lesions, and development of diug resistance Vio 
inycin was given to 4 of these patients, pyrazina 
nude to 18, and cvcloseiine to 23 foi two to four 
weeks pieopeiatively The diugs were continued 
4 to 12 weeks aftei opeiation 
Viomycin gave good lesults in 3 of the 14, pyrazi 
namide in 3 of the 20, and cycloserine in 7 of tlic 
36 patients of the non-siugical group Toxic re 
actions weie seen with all thiee diugs The results 
in the suigical gioup did not vary much with the 
thiee dings On the whole, the postoperative com 
plications weie lemaikably few m spite of the 
fai-advanced disease, positive sputum, and re 
sistant oiganisms in these patients The authors 
considered the lesults encouiaging in the surgical 
gioup, 711 pel cent of whom weie classified as 
obtaining a good result These drugs should not be 
used as the loutine piimaiy treatment of pulmonarj' 
tubeiculosis Of the three, viomycin was the least 
toxic The hepatotoxicity of pyrazmamide was a 
seiious pioblem, and it was likely to occur without 
warning Similaily, psychic manifestations with 
cycloseime were sometimes severe The results 
weie not generally favorable in the non-surgical 
gioup 

Adelphan for Pieeclampsia -Anjaneyulu and Shas 
tiakai {} Obst I Gijnaec India) heated 30 patients 
who had preeclampsia (severe in 21) with Adelphan 
(a mixture of leseiinne and dihydralazme) and com 
pared the results with those observed in 30 con 
hols Adelphan was given if the patients did no 
respond to complete bed rest, sedatives, a sa t-poor 
diet and diuretics within 48 hours The response to 
beatment was good m all those xyhose 
mild In these there was no fetal lop The re^ ^ 
m the controls were not very good There were i' 
mbauterine deaths, three stillbirths, and tuo 

natal do 
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Somatic Wards in Mental Hospital —Late in 1958 
the Ulleraaker Mental Hospital launched an e\-peri- 
mental enterprise designed to caie foi the physical 
ailments of its inmates Accordmg to Dr N B 
Nordlander {Svenska lakartidnmgen [May 13] 1960) 
beds for 15 male and 15 female patients were set 
aside m two wards The patients admitted to these 
wards were such as could not be cared for m an 
ordmar}' psychiatric ward The psychiatrists at¬ 
tached to the hospital and the physicians attending 
to the somatic needs of the patients co-operated m 
their treatment In 1959, 210 men and 153 women 
were treated m these wards for such conditions as 
a gastnc hemorrhage, myocardial infarction, pneu¬ 
monia, pyoderma, and various surgical diseases 
Drug addicts requiring special treatment were also 
cared for m these wards Dr Norlander believed the 
results ichieved justified the added costs incurred 


Penicillin by Mouth for Scarlatina —At the fever 
hospital m Stockholm, Dr O Kyhn (Soenska lak- 
(irtulningen [May 20] 1960) studied the action of 
larious forms of penicillin given by mouth in the 
last half of 1958 to 467 patients suffering from 
scarlatina proper, 131 patients suffering from scar¬ 
latinal desquamation, and 162 from other strepto¬ 
coccic diseases The drugs used were penicillin G 
and penicillin V The penicillin V was given both 
as the free acid and as the potassium salt The drug 
"as given two or three times a day m doses of 
o0,000 to 250,000 units 

A good clinical response was obtamed with all 
these preparations, but the best bacteriological 
effect was obtained with penicillm-V acid as judged 
b\ freedom from hemolytic sheptococci in the 
throat The difference was of borderline statistical 
significance in this respect between penicillm-V 
acid md its potassium salt after one, two, oi three 
dajs of treatment Pemcillm-V acid was also sig¬ 
nificantly superior to procaine penicillin G after 
t"o days of treatment There were no diffeiences 
ctween the various penicillins with regard to fever, 
sedimentation rate, or antistreptolysin titer It did 
"nt seem to matter whether penicillin V was given 
"ice or thrice daily, yet the latter may be prefer- 
“We for safety s sake 


^'A’ITED kingdom 

—Accordmg to a report pub- 
I Ministry of Health, the maternal 

h/ H Wales could be nearly 

istn'^ f u Sneater obstetric and prenatal care (Min- 
j Reports, No 103, Report on Confi- 

and \v , with Maternal Deaths in England 

‘‘ts Offi Majesty s Station- 

London) Care in the management of 


obstetiic cases m both general and hospital prac¬ 
tice IS still in need of improvement 

In the three years under review, 1,112 deaths 
were reported as directly resulting from pregnancy 
or childbirth Of these, 861, or 77 per cent, were 
available for expert assessment More than half of 
the remaining 33 per cent were due to toxemia, 
abortion, and ectopic pregnancy In the same 
period 368 deaths weie attributed to otlier dis¬ 
eases occurring during pregnancy, and 92 per cent 
of these were mvestigated Although the total num¬ 
ber of maternal deaths was less than in the previous 
three years, the deaths from pulmonary embolism 
and sepsis showed an mcrease The figures for 
death from hemorrhage decreased, which is prob¬ 
ably explained by better care m the third stage of 
labor, the mcreased use of oxy'tocics, and the 
obstetric flying squads” that now operate through¬ 
out the country 

Despite this it was concluded that 60 per cent of 
deaths from all types of hemorrhage and 50 per 
cent from postpartum hemorrhage might have 
been prevented by referral of patients to hospital 
and by blood transfusions when necessary Only 
21 per cent of the women who died from hemor¬ 
rhage had a blood examination during their preg¬ 
nancy Deaths m 75 hospital patients and 121 
domiciliary patients were attnbuted to inadequate 
attention, in 55 instances the patient was directly 
responsible for the fatality 

Toxemia was the leading cause of death, occur¬ 
ring in 22 per cent, and over half of the deaths 
could have been prevented by conscientious and 
effective antenatal care, with hospitalization at the 
first suspicion of preeclampsia Toxemia was fol¬ 
lowed m frequency by pulmonary embolism (17 
pei cent), abortion (16 per cent), and hemorrhage 
(14 per cent) In most patients the fatal embolism 
occurred after vaginal dehverv, and m half there 
had been a warning m the fonn of a deep vein 
thrombosis Only 5 pei cent of these patients re¬ 
ceived anticoagulants The report mentions women 
dying of cardiac failure who had not even had their 
hearts examined despite a history' of rheumatic 
fever Women with knovm mitial-valve disease 
were delivered at home xvith no special antenatal 
care 

A total of 184 xvomen (16 per cent) died after 
cesarean section AVhile many of these were oper¬ 
ated on as a last resort, most deaths were due to 
hemorrhage, sepsis, and embolism Some patients 
died after placenta previa, because a blood trans¬ 
fusion was not given, or because an obstetrician 
xvas called in too late There were 33 deaths (3 
per cent) due to ruptured uterus, and 44 patients 
(4 per cent) died suddenly m labor Many of 
these deatlis were preventable The report con¬ 
cluded that 41 per cent of true maternal deaths 
and 17 per cent of deaths due to other causes, but 
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could have been 


gence Drugs such as phenobaibital aie 
m depressed patients 


dangerous 


Goiter Confeience-The Fourth International Goi- 
tei Confeience was held in London in July Seveial 
of the papers stated that endemic goiter is raiely 
due solely to a deficiency of iodine Theie is evi¬ 
dence that there aie goitiogens in the soil and in 
plants that find then wav into milk destined foi 
human consumption 

The capacity of thvioxine-binding seium pio- 
teins to bind thyioxine afi'ects the amount of hee 
thvioid available foi metabolic needs Thus a 
noimal piotein-bound iodine concentration in blood, 
with a low level of thyioxine-binding pioteins, 
would lesult in a high level of fiee thyioxine and 
a high metabolic late Professoi C Rimington, 
London, discussed the lelation between chemical 
stiucture and anti-thyioid activity and concluded 
that carbimazole is the most effective diug 

latiogenic Disease-At the Biitish Medical Asso¬ 
ciation’s annual meeting, Piofessoi C B Perry 
said that the toxic effects of many diugs piesciibed 
today might be due to ovei dosage, thrombopenia, 
or alleigic leactions Osteopoiosis and distintegia- 
tion of joints can be induced by steroid overdosage, 
depiession and even suicide have followed the 
administiation of lauwolfia, paralysis agitans can 
be precipitated by chloipiomazine, ischemic dam¬ 
age has followed the oveily enthusiastic use of 
hypotensive agents, and iriadiation has pioduced 
lenal damage and leukemia Othei man-made dis¬ 
eases weie blindness in piematuie infants fiom 
oxygen therapy and nephiocalcmosis from ovei- 
dosage with vitamin D Doctois must therefoie 
lestiain themselves in piesciibing potentially dan- 
geious diugs foi trivial ailments 

Di R J Sunpson, a dennatologist, condemned 
the unnecessaiy use of x-iays in deimatological 
conditions and the use of diugs befoie a piecise 
diagnosis is made Many diugs pioduce skin le- 
aciions Gianulomatous, necrotizing, nodose, oi 
photosensitive eiuptions can lesult horn chug in¬ 
jections, and symptoms can be pioduced by local 
sensitization to topical applications The continu¬ 
ous use of applications to a mucous suiface oi even 
to skin could pioduce diug intoxication One dis¬ 
advantage ot ti eating skin conditions with anti¬ 
biotics and steioids is then powei to suppress signs 
and symptoms 

Di D Stafford-Claik blamed some doctois foi 
making patients woise by an incoiiect psychologi¬ 
cal appioach, as by saying that nothing was ttnong 
because nothing was found, although die patient 
was obviously ill This undermined confidence and 
could make some patients suicidal The advice to 
keep away from psychiatrists might verge on negli- 


the last word when Dr 1 \\ 
Landells repoited that in onlv 05 per cent of 4 000 
autopsies was death attributed to iatrogenic illness 
He thought that fear of untoward effects should 
not pi event a physician horn using the most 
potent dnigs when lequiied In his experience a 
patient was foui times as hkelv to dex'elop cancer 
as to be killed bv his doctor 


Diabetes Reseaich -At die same meeting Professor 
W J Butteifield put forwaid a new concept of the 
use of glucose m the body The uptake from the 
tissues u'as calculated bj-' multiplying the arterio 
venous-glucose diffeience by the blood flow through 
the pait Fiom the data, he deduced, contraw to 
cm rent expectations, that tlieie is a glucose thresh 
old which must be exceeded if glucose is to pass 
fiom the blood to the tissues In normal subjects 
the fasting blood sugai content approximated the 
tissue threshold, which could be laised bv oral 
glucose and lowered by insulm In diabetics both 
tissue threshold and blood sugai content were 
greatly elevated, and glycosuria occuired when the 
lenal thieshold was exceeded Insulin lowered the 
tissue-glucose thieshold m diabetics Mild diabetics 
make sufficient insulin to contiol the threshold 
overnight Accoiding to Butterfield the oral sul 
fonyluieas and the guanidines lowei the tissue 
thieshold, probably bv stimulating the body to 
lelease its own insulin This action is indirect, be 
cause, when injected inh a-ai terially, they are with 
out effect on the tissue thieshold of glucose 
Dr D Ciombie spoke on prediabetics and im 
discoveied diabetes The piediabetics were not yet 
suffering bom it but had a strong disposition 
toward it and would develop it as a result of life 
stresses Sun'ey^s in Britain suggest that for every 
diagnosed diabetic there is one undiagnosed Most 
weie obese patients of middle age and over 


Iief foi Cancer Patients —At the same meeting 
R Mahei desciibed a method foi the relief of 
in and spasticity m patients with cancer, or oflicr 
leases causing a limited expectation of life, ' 
3 intiaspinal injection of phenol and silver nitrate 
le proceduie, which is no moie of an ordeal for 
3 patient than lumbar punctuie, can be carried 
t at the bedside The material injected consists 
5 per cent phenol m glyceiol or, in more resistan 
;es, 4 pel cent phenol in glycerol and 005 pe 
at silver nitrate Injections are made into n 
:)arachnoid space or subdurally More than on 
ection may be required because of 
mlved, or because of the spread of the 
,is method is parhcularly suitable for ^1 t 
pain due to secondary deposits in the s'cr eb * 
dies or m the femoral neck Dr Maher said that 
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lie bad successfully treated facial pain due to can¬ 
cer b\ injecting 5 per cent aqueous phenol near 
.|,e foramen ovale For the relief of spasticit)' of the 
loner limbs caused bv chronic neurological dis- 
eise, 10 per cent phenol in glycerol might be 
needed 

Farmer’s Lung-At the same meeting Dr C J 
Fuller stated that farmer’s lung occurs mainly m 
Ihevettest parts of Britain during the period fiom 
October to March after a wet summer The acute 
phase, which is brought on bv massive exposure to 
mold) hay or grain, resembles an attack of mflu- 
;nza, without any roentgenogiaphic changes In the 
ie\t stage the patient has pyaexia, dyspnea, cva- 
losis, fine basal crepitations, and a slight mottling 
n the roentgenogram Repeated exposure results 
n the chronic phase in which there is permanent 
ung damage with emphvsema, fibrosis, and bron- 
hiectasis In some patients the tuberculin test 
lecame temporarily negative and the gamma glob- 
ilm level rose The disease is probably due to 
irotein sensitivity' resulting from the inhalation of 
omething in the dust arising from moldx' hav and 
ereals 

Dr F Staines described the results of a survey 
hat he had made in various parts of England and 
Vales He found that the case rate per 100,000 
lopiilation w as 12 in the East of England, 4 0m 
he Southwest, and 12 6 in Wales, which is the 
lettest area Dr G S Smith said that lung biopsy 
mealed nodules resembling those of miliary' tubei- 
iilosis, although tests for Mijcobacteuum tubercu- 
ww w'ere negative Microscopically there are scat- 
ered giant cells of foreign body type The disease 
auses a chronic peribronchiolar pneumonitis, con- 
isfent w'lth a reaction due to dust Similar lesions 
me been produced in rabbits by exposing them to 
wi dust, W'lth and without fungus 
According to Dr G F Tiobndge, pulmonuv 
unction tests were consistent xvith a pulmonary' 
luusion defect The vital capacity was only slightly 
raiiced, the maximum voluntary ventilation test 
'as almost normal, the forced expiratory volume 
'as usually over 70 per cent Arterial oxygen and 
arbon dioxide were both low These changes 
wrsisted for six months in those patients who le- 
■ '’cred, although clinical impiovement was not 
’ucessanly paralleled by roentgenographic im- 
70'ement Treatment with corticosteroids pio- 
a dramatic improvement m some patients 

Coming Marathon —The marathon and other 
sbn I'f races in the Olvmpic Games at Rome 
lo°D ^ n evening, according 

^ '■ Roger Bannister, the first man to run a mile 
llie^B ^ minutes At the annual meeting of 

nnl ^ledical Association, he discussed what 

^ u champion athlete His recommendation 


was based on the fact that in the peiiod from 1954 
to 1958 tlie temperature m Rome on September 1 
at noon ranged between 80 and 88 F and at 3 p m 
between 68 and 88 F 

He and another doctoi, helped by thiee inter¬ 
national six-mile runners, had found that great heat 
adversely' affected performances m long races This 
IS unfortunate, because we expect the Olympic 
Games to be a test of running ability rather than 
of enduiance m heat Some of the British runners 
might be artificially acclimatized to the heat ex¬ 
pected in Rome 

Dr Bannister went on to say that the most im- 
poitant factor in producing a champion is the com¬ 
petitive temperament This is usually based on 
unknown factors in the athletes peisonahty These 
aie not easily alteied by trammg The athlete must 
be able to tap a souice of mental power within 
himself which enables him to take more out of 
himself than he ever knew he possessed This is the 
secret of success Some potential athletes never 
succeed in discovering this source Other athletes 
who have found the secret mask it from others, but 
its discovery' lies at the root of most great athletic 
perfonnances 

New Radioactive Drug —A radioactive drug, tnti- 
ated Synkavit, developed by a team of doctois and 
scientists at Cambiidge University', has been given 
to 20 patients suffeimg fiom otheiwise untreatable 
malignant tumors of vaiious types It incorpoiates 
tritium, a constituent of the hydrogen bomb The 
Cambridge team stated in the annual leport of the 
British Empire Cancel Campaign that tempoiary 
tumor retrogression and lelief of pain were ob¬ 
served m some patients 

One Vote Wins Day foi Medical TV Features — 
The proposition tliat dissemination of medical 
knowledge by means of television, radio, and the 
press does more haim than good was defeated by 
a vote of 44 to 43 at the British Medical Association 
meeting at Torquay Many members abstained from 
voting Dr David Staffoid-Clark, the psychiatrist 
who appears on BBC telex'ision, swayed the meet¬ 
ing xvith a strong appeal to doctors to join m this 
work of educating the public He said that if they 
turned their backs on the job, vested interests would 
step m to do it There is not only great mterest m 
these programs but much ignorance and fear to be 
dispelled Dr John Fry' said that many doctors were 
against telling the patient anything The medical 
profession has tended to become a gigantic secret 
society' This does not fit m xvith the liberal demo¬ 
cratic education xvhich our patients are receivm" 
The medical profession must accept the social rex o- 
lution that is going on and must accept this chal¬ 
lenge to educate the public 
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ULCERATIVE COLITIS 

To ihe Echtor —The article by Bacon, Bralow, and 
Beikley entitled “Rehabilitation and Long-Term 
Survival aftei Colectomy for Ulcerative Colitis” m 
Thc Journtal, Jan 23, page 324, lequues comment 
The senioi authoi, who has lepeatedly advocated 
colectomv as a cure for chiomc ulcerative colitis, is 
not tlie only surgeon misusing the term “cure” 
However, semantics is not the majoi issue here 
The authois leport on 468 patients with ulcerative 
colitis, 124, or 26%, of whom had colectomies and 
permanent ileostomies peifoimed The substitution 
of one miseiable condition foi anothei just as mis¬ 
erable IS incomprehensible 

The medical management of chronic ulceiative 
colitis has improved immensely duiing the past 
decade so that only laiely need a patient be sub¬ 
jected to colectomy with peimanent ileostomv At 
the Mayo Clinic, wheie many patients with ulcera¬ 
tive colitis are seen annually, only 5 5% have 
operations (Rogeis, Bargen, and Black Gasfio- 
euteiology 27 383 [Oct] 1954) Kirsner and Palmer 
believe that opeiation mav be necessaiy in only 
10 or 15% of patients with ulcerative colitis 
{J A M A 155 341 [May 22] 1954) Andresen has 
lepeatedly stated that too many patients aie being 
subjected to ileostomy oi colectomy who should 
have been helped by propei medical caie (Acm 
York J Med 49 1783 [Aug 1] 1949) 

In the past 30 yeais I have seen many patients 
whose colons have shovm diffuse ulceration and 
total involvement sigmoidoscopical v and roent- 
genologically and who had been advised to have 
L.r colons letnoved but have recovcied under 
prolonged and rational medical care The use ot 
sulfonamides, antibiotics, corticotropin, adrenal 
steroids, parenteral nutrition, and rest plus pa- 
ence and kindness, is witlim the leaci of every 
plivsician m the country The present U end of 
almost routine colectomies, 

clubs and even ileostomy publications lea\es one 
sneechless That a purely medical problem is treated 
with such a radical and mutilating ^ 

this age of advanced medical caie and excellen 
psychosomatic insight is hai v cie ® ^ jj 

. irs^ing w:t^“ 

IS scientifica ly ^ , rates m the authors 

'“"Tm\ah^ -^98% for 5 years and 

S 10 years To obtain these 

mes some selection of cases was made until 58 


patients were left for evaluation The authors began 
their report with 124 patients They defined long 
term survival as at least five years from the date of 
operation Then they deducted 31 patients from the 
124 because thev were operated on more recently 
Why, then, weie these included m the report? 
Furtheimoie, m the last paragraph, by their own 
figures, they give the five-year survival rate as 
87 3% In the summary this rate is brought up to 
98% Also, the exclusion of the 14 patients witli 
cancer is, m my opmion, fallacious The indication 
foi their operations was ulcerative colitis The 
malignant neoplasms were complicating factors 
Therefore, the statistical figures need to be modi 
fied accordingly, although the lesulting figure: 
would not be atti active 

William Z Fradkin, M D 
27 Prospect Paik West 
Brooklym 15, N Y 


To the Edtfoi -It is a privilege to answei the com 
ments of oui honored colleague. Dr Fradkin, wli 
jpeaks with authority It is unfortunate, howevei 
that he has not felt mclmed to keep abreast of tli 
Lurient results of therapy, botli medical and surg 
cal We agree that the initial management ( 
chionic ulcerative colitis should be medical I 
fact, only 26 4% of 468 patients of the senior autlu 
(H E B) were subjected to colectomy, where: 
73 6% were continued on medical management Tli 
decision was made despite the fact that the majo 
itv had been previously considered as medical tai 
uies We doubt that Dr Fradkin, in his 30 yea 
of experience, has devised a new approach to t 
medical treatment of chronic ^l^erative cob isjil 
st.ml.ally cliSerent from that used m Ph>W''P‘; 
The plan of treatment he has advocated is 
more 01 less lootmely, but we st.ll 
u.es .vhicl. eventually require surg,cal 

Tot..l colectomy and permanent ileostom , .< i< 
nerfoimed m accoidance with the ciirren y P ■ 
S .nd.cat.ons, .vh.ch have b-n ^ ™ 

through the “™b.ned 

SSVr3rS"n^^d,lima.he;. 

vances m ‘'eX’“at.onal solution » 

;SSo™?oScoCa„^^ 

“cure” the disease, f”,1 

:r’d’;“o»b!;ss\^^^ 
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colitis patient and is not an ideal solution, but neith¬ 
er IS oastnc resection considered the ideal for a 
duodenal ulcer too many recorded surveys of these 
pitients, happier and healthier now witli then “mis¬ 
erable condition,” will attest to the efficacy of the 
operation It must be realized that the premise for 
am surgical procedure must be by necessity the 
recognition of the inability to restore a patient by 
alher modalities The stumbling block m these se- 
lere cases is not the patients ‘who are so miserable’ 
but the physicians who are ‘so miserable for the 
patients ” 

Current literature repeatedly agrees that this 
lisease can be controlled only by close cooperation 
letween the internist and surgeon, who together 
nust decide where the point of no return is for 
nch individual patient To decry this proceduie, 
iliich IS accepted hy the majorih' of physicians, in 
he face of scientific results so far obtained by citing 
ts mmoriU’ failures or morbidities is to deny blmd- 
) all rational progress Since it is understood that 
ill of these cases are carefully selected, we are 
lot sure whether he decries the procedure oi its 
esults 


It makes one apprehensive to think theie yet can 
le a few anachronistic cries from an abyss of stag- 
lation in this age of advanced medical care ’ One 
s left only w’lth his own conscience to determine 
'hat constitutes an ‘unegotistical’ medical failure 
n this disease, those who would deny a pahent a 
fiance to improve, who would persist m treating 
rom a didactic ivory toaver, must in the end face 
heir conscience and the patient We fail to com- 
ireliend the rationale that would aigue against this 
etum to health, a gainful occupation, and a family 
ind reacceptance into society by whatever means 
iistified If these 90 to 98% of fully rehabilitated 
'atients constitute the results of a ‘radical and 
niitilating procedure,’ then we are grateful we 
'a\ c erred in their favor 

Dr Fradkin seems to be confused by the statis- 
'fs of the 5 and 10-year follosv-up series There 
'We 124 patients subjected to surger\% and im- 
"cclnte and delayed postoperative complications 
wd mortality' w'ere evaluated in these patients 


OnK 79 


patients w'ere operated on more than five 


'cars before the survey In this gioup 58 patients 
II ere selected for study, and 51 of the 58 patients 
5737 making a survival mcidence of 

J “ Of those living five or more yeais aftei sur- 
oCi), 98% w ere considered completely rehabilitated 
token, of the 21 patients who had had 
performed 10 or more years ago, 
w "'ere alive and well and 19, or 90 5%, 

"T u '^^'^'^cited at the time our article was 
' ™ D' rehabilitation sve mean that the pa¬ 
ins' good healtli and nutrition and 

difficult!' carmg for his own needs as well 

'luctir^ family or is working full time pro- 
"ch With regard to Dr Fradkin s comment. 


the tables covering rehabilitation were excluded 
from the paper by the editor because of the length 
of the original article 

With regard to the mcidence of cancer, it is gen¬ 
erally accepted that, m persistent cases lasting 
more than 10 years, the incidence of developing 
carcinoma is 25 to 60% greater than in the general 
population No less an authority than Dukes, of 
London, states that “Chronic ulcerative colitis must 
be definitely regarded as a precancerous lesion ” 
Unfortunately, the carcinoma usually is found in¬ 
cidentally at the time of colectomy The number 
of five-year sunuvals in ulcerative colitis compli¬ 
cated by carcinoma is small indeed The real point 
is to appraise a situation scientifically with knowl¬ 
edge beforehand 

H E Bacon, M D 
J L Berklex, M D 
S P Bralow, M D 
255 S 17th St 
Philadelphia 3 

PREANESTHETIC MEDICATION 

To the Editor —Satisfactory preanesthetic sedation 
from the almost routme use of promethazine with 
either scopolamine or atropine was reported by 
Dr George Wallace m The Journal, June 18, 
page 797 He shares the “belief that narcotics 
should not be used for preanesthetic medication 
except m the presence of the major indication for 
such agents—pain ’ Presumably he referred to pain 
existmg before operation I agree that drugs should 
be used'only for definite indications and that we 
should hesitate to use a drug that is mainly a pain 
reliever unless pain is present However, there are 
at least two other factors which one should take 
into account before deciding to avoid narcotics 
preoperatively (1) practically every surgical oper¬ 
ation involves pain, and (2) narcotics produce de¬ 
sirable sedation and, in some instances, drying of 
mucous membranes as well as relief from pam 

I have previously pointed out {Anesthesiology 
18 536 Quly-Aug ] 1957) that so-called general an¬ 
esthesia has four mam components (1) sensory 
block (pam prevention), (2) motor block (relax¬ 
ation), (3) mental block (sedation or sleep), and 
(4) blockmg of certain reflexes and of other un¬ 
desirable phenomena which mvolve mamly the 
respirator}', circulatory, and gastrointesbnal s>'s- 
tems Few patients are so stoic tliat they do not 
need some mental block before or during operation 
hence, promethazine (Phenergan) or other sedative^ 
thiopental (Pentothal) or other barbiturate, a nar¬ 
cotic, or a general anesthetic,’ to be mh’aled by 
the patient, is used Many undesu-able phenomena 
are blocked bv atropme or scopolamine as well as 
bv whatever means are used to produce sensorv' 
block Sensorv' block mav be produced bv general 
mesthetics, bv local an and, in \ arving de- 
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gree, by naicotics A naicotic lias seveial possible 
uses in suigical operations because of its sensoiy- 
blocking action It may dull the puck of the intia- 
venous or local anesthetic needle It may fill in any 
deficiencies of local anesthesia It may prevent 
leflexes, including cardiac aiiest, m the "crash” 
technique of tiacheal intubation, foi neither the 
baibitmate noi the iela\ant diug commonly used 
in this technique pioduces sensoiv block Through¬ 
out opeiation it may supplement the nori-sensory- 
blocking baibituiate and the weaklv sensoiy-block- 
ing nitious oxide when these aie used as the main 
agents It mav also block the paiaspinal affeient 
impulses fiom mesenteiic ti action and the like, 
when spinal anesthesia is used 

Pieanesthetic medication should be planned with 
the entile pictuie of patient, opeiation, and anes¬ 
thesia in mind Almost all suigical patients need 
pain lehef, and most of them need sedation, both 
of which aie biought about by naicotics It is well 
not to exclude the naicotics aibihaiily 

Fill thei more, instead of accepting Di Wallace’s 
plan of using the same dosage “for piactically all 
patients, legaidless of age [except infants], pre- 
anesthetic status, suigical iisk, oi operative pro- 
ceduie,” I would think it wise to vaiv the doses of 
the lecommended diugs accoiding to the apparent 
need of each patient 

Philip D Woodbridge, M D 
172 High St 
Gieenfield, Mass 


ROUTINE ANNUAL IMMUNIZATION 
AGAINST INFLUENZA 

To the Editor —I would appieciate veiv much an 
opportunity to use The Journal to bung to the at¬ 
tention of the physicians of the United States the 
Public Health Service lecommendation that the 
chronically ill, the aged, and piegnant women be 
given loutine annual immunization against influ¬ 
enza This lecommendation is based on the findings 
of the Service’s Advisory Committee on Influenza 
Research after analysis of the excess mortality from 
lecent influenza outbreaks 

For many years, influenza has been lecognized 
as one of the major causes of death The cata¬ 
strophic pandemic of 1918 serves as a constant 
reminder of the epidemic potential of this disease 
As a lesult of the intioduction of a new antigenic 
variant, the Asian strain, epidemic influenza le- 
cently swept aieas of the United States in txvo dis¬ 
tinct waves-in the fall of 1957 and the winter of 
1958 Aiound 60,000 more deaths than would be 
expected uiidei normal conditions resulted from 
these two waves During the first three months of 
1960 once moie influenza caused ovei 2 o, 0 UU ex¬ 
cess’deaths It IS the conviction of the Public 
Health Service that only by the immediate institu¬ 
tion of a continuing piogram of piotection ot tlie 


high risk gioups who contnbute to this mortalih 
can this recurrent excess death rate be prevented 

llie high risk groups which contribute niarkedli 
to the excess of death and which, in the opinion of 
the Service should be immunized each year are 

(A) persons of all ages who suffer from chronic 
debilitating disease, in particulai (I) patients with 
rheumatic heart disease, especially those with 
mitial stenosis, (2) patients with other cardiovascular 
diseases, such as arteriosclerotic heart disease and 
hjqieitension-especially those with evidence of 
flank 01 incipient insufficiency, (3) patients witli 
chionic broncho-pulmonaiy disease, e g, clironit 
asthma, chionic bronchitis, bionchiectasis, pul 
inonary fibrosis, pulmonary emphysema, and pul 
monaiy tuberculosis, (4) patients with diabetes 
melhtus, and (5) patients with melasma supracenale 
{Addison’s disease), 

(B) piegnant women, and 

(C) all persons 56 years of age oi older 

The dosage recommended by the Advisory Com 
mittee foi initial immunization in adults is 10 cc 
(500 chick cell agglutinating [cca] units), adminis 
teied subcutaneously on two occasions separated 
by tivo 01 moie months Preferably the first dose 
would be given no later than Aug 1 and the second 
no latei than Nov 1 Persons previously immunized 
with polyvalent vaccine should be reinoculated 
with a single booster dose of 1 0 cc subcutaneously 
each fall, piioi to Nov 1 The only contraindication 
to vaccmation would be a histoiy of allergic re 
action to an egg-produced vaccine, such as the 
commeicial influenza pioduct 

The time to stait such a program is 1960 In the 
past, influenza vaccmation has been spaise and 
sporadic and has been administered piimaiily m 
response to an epidemic oi the tin eat of an epi 
demic The unpiedictability of lecurrence of m 
fluenza and its continued endemic occurrence are 
well known Therefore, the Public Health Service 
stiongly recommends that immunization of these 
high risk gioups be begun now and continued an 
nually, legaidless of the predicted incidence of 
influenza foi specific years 

The membeis of the Advisory Committee on In 
fluenza Reseaich are Colin M MacLeod, MD, 
Chan man. University of Pennsylvania, Fred 
Davenport, M D , University of Michigan, Morns 
Schaeffer, M D, Buieau of Laboratoiies, Citv d 
New York Health Department, George Burch 
M D , Tulane University, Borland J Davis, M ' 
National Institute of Allergy and Infecbous Dis 
eases, Public Health Service, Thomas F Sel rs. 
M D , Georgia State Department of Public Healt , 
and Glenn S Usher, M D , Communicable Disea 
Centei, Public Health Service 

Leroy E Burnex Wpifire 

Department of Health, Education, and M elfar 

Washington 25, D C 
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\ Source Book of Biological N lines and Terms By E C 
leger DSc Third edition Second revised printing Price 
ot guen Pp 344, vitli some illustrations Charles C 
homas Publisher, 301-327 E Lawrence A\e, Springfield 
II 1959 

This book, with its appendiv of brief biographies 
if men commemorated in biological nomenclature, 
us gone through three editions and five printings 
ince 1944-the last, a full revision with inseition of 
n addendum This is lemaikable Clearly, people 
,ant to kmow why things are named as they are 
ipparently the sources indicated in medical, bio- 
Dgical, and standard dictionaries do not satish' this 
eed A further reason foi the populaiits' of the 
ook mav he the fallen state of Greek and Latin 
lammg m these decadent, mechanistic, modem 
imes Whatever the reason, the book has evoked 
iterest which this reviewer shares The system of 
rrangement, the orderly explanation of Greek and 
^tin usage in nomenclature, and the cross refer- 
nces add much to its value It is aimed at biology 
;enera!Iy, hence, many medical terms are not in- 
luded, although the roots of these can usually be 
ound easily Thus, it is useful to the medical writer 
r reader who has the curiosity to look things up or 
lie desire to state them clearly The technique or 
publication is exemplary^ 

A C Corcoran, M D 
Exceipted from Arch Int Med 130 309 (Aug ) 1960 

Occasion Fleeting By Hugh Barber Price, 15s Pp 
, "^di no illustrations H K Lewis & Co, Ltd, 136 
-“"cr St London W C 1, England, 1947 

The title of Hugh Barber’s “The Occasion Fleet- 
ug comes from the best known Hippocratic apho- 
isni It deals with his medical career and presents 
' "ise philosophical review of many of the changes 
' uth have come over the face of English medicme 
uring the past fafty years Although some items of 
'u English and London scene are mainly of local 
'Merest, there is no problem in finding all kmds of 
<!uis mterestmg to anyone concerned with the 
practice ot medicme The subjects range over a 
e held of precLnical and clinical medical educa- 

provincial and London hospitals, the influence 
\ P’''''ology, consultants, and specialists, family 
^^"sicians, clinical skill, the spirit of the family 
relatives and friends, sports, geriatrics, 
u losomatic medicine, and annual ‘check-ups ’ 
concludes wjtl, a series of charming essav's en¬ 


titled Doctors’ Dilemmas ” Here is a welcome 
breath of fresh air for anyone whose olfactory 
fatigue with the dark gymnasium-like fetor of writ¬ 
ing in American medical journals has led him to 
the brink of asphyxia 

William B Bean, M D 

Excerpted from Arch Int Med 130 304 (Aug ) 1960 

Oeil et virus Viioses oculaiies manifestations ophtal- 
mologiques des maladies g^n^rales a virus Rapport presen¬ 
te a la Society frangaise d ophtilmologie, le 10 mai 1960 
P ir Roger Nataf, Pierre Lepine, et Georges Bonamour 
Piper Pp 1022 witli 192 illustrations Masson &. Cie, 120, 
boulevard Saint-Germain, Pans 6e, Prince, 1960 

This IS the most recent m the annual series of re¬ 
ports to the French Ophthalmological Society, and 
it contmues the standard of exhaustive and detailed 
documentabon that one has come to expect 
Part 1 concerns general virology with specific 
application to oculai lesions and general criteria of 
diagnosis Part 2 discusses the oculai virus diseases 
and presents them vvith typical Gallic logic, i e, 
succeeding chapteis deal with the lids and viruses, 
the conjunctiva and viruses, tlie cornea and viruses, 
and so on to Ghaptei 9, which deals with the retina 
and viruses The final chapter in this section lelieves 
the dullness of exact Older bv bringing in oculai 
viral embryopathies Pait 3 presents the ophthal¬ 
mologic aspects of general virus diseases and Part 4 
is devoted to syndromes known to be of viral 
origin 

The coverage of vual disease in relation to the 
ey^e is exhaustive The authors have omitted no 
disease entity that might be of viral origin and, m 
this desire for completeness, have mcluded such 
doubtful entities as Hodgkin’s disease, Boeck’s sar¬ 
coid, and sympathetic ophthalmia In justification, 
they point out that smee the true cause of these 
symdromes is unknown, it is possible that tliey are of 
viral origm This is undeniable logic 

The bibliographies at the end of each chapter are 
most complete, and the authors have adopted a 
recent trend vvdiich is to divide the references mto 
two groups, those in the autlior s native tongue and 
those m all other languages They believe that tins 
IS an aid to their countrymen vv'ho read only French 
One can foresee certain difficulties in this arrange¬ 
ment when tins monograph is translated into other 
languages, as it well deserv'es to be 

Dxvid Shock, AI D 
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MONOCULAR DIPLOPIA 

To ran Editor ~ts theie any logical explanation 
jot diplopia occutimg with the tight eye closed 
in an oihenvise appaiently healthy young male 
acluli aged 20 i/eais^ This young man advised 
ine that tins distinhance in vision had lasted 24 
horns No cause teas appaient The “double vi¬ 
sion” was piesent both when his right eye was 
open „,„l closed ill D. Neb.osko 


Answer Unioculai diplopia is not lare and may 
lesult fiom physical, piojectional, cerebial, oi psy¬ 
chogenic causes The shoit duiation of the sj^mp- 
tom in voiu patient suggests the last factor (Walsh, 
Clinical Neuro-Ophthalmology, ed 2, Baltimoie, 
^Vllhams & Wilkins Company, 1957, Duke-Elder, 
Tevtbook of Ophthalmology, St Louis, C V Mosby 
Company, 1932-1954, yol 4, pp 3866-3868) When 
due to physical causes, such as spasm of accommo¬ 
dation, eailv cataiactous change, high astigmatic 
eiror, sublination of lens, keiatitis, an bubble or 
evst m the ocular humors, double pupil oi mdodial- 
ysis, or letinal detachment, the pinhole disk will re¬ 
move the diplopia A tempoiaiy monocular diplopia 
can be produced by simple pressure on the globe In 
double pupil, the monocular diplopia is noted only 
when the accommodation is lelaxed Monocular 
diplopia in retinal detachment occurs when die 
detached portion and the underlying undetached 
retina each receive an image of the same object 
Monocular diplopia may also occur in anomalous 
retinal correspondence, one image being projected 
by the true fovea, the other by the pseudofovea A 
temporary diplopia of this type has been noted in 
the early stage of squint (Jai'al, 1865) Transitory 
or permanent monocular diplopia may similarly oc¬ 
cur aftei suigical correction of strabismus Cerebral 
monocular diplopia may be piesent m hemianopsia 
or in liemiamblyopia due to a calcarine lesion The 
hemianopic patient onentates his vision aiound a 
new center, in halvmg a line, the mid-pomt is dis¬ 
placed toward the side of preseived lasion If this 
shift is incomplete, monocular diplopia results Also, 
central monoculai diplopia may occur because of 
the independent activity of coitical areas which 
normally act in association Such dissociation oc¬ 
curs m hysteria and with central lesions pioducing 
an extiaoculai muscle paresis 

James E Lebensohn, M D 


The -inswcrs here published hme been virepared by competent au- 
(liorint!. Tbi-i do not, however represent the opinions of nny medicrl 
or other orKnni 7 ntion unless specificnlR so stated in the reply Anon>- 
moas communications cannot be answered Erery letter must cont-iin 
the wriltrs nami and address but these uill be omitted on request 


diphenixhydantoin 
and alcoholism 

To -mE Editor -A S3-uea,.oU alcohol,c was 
I b Gm of diphemjllnjdantoin daily After one 
week he developed a seveie diplopha, hhrrinn of 
vision, and staggeiing gait After use of the (Irua 
was discontinued, these symptoms cleaied mt 
within about join days In view of these side 
effects, IS the use of tins dnig as an anticoniul 
sant foi alcoholic vatients justified^ 

M D, Missouri 

Answer —The side-effects described are cliar 
acteristic toxic leactions to diphenylhydantom and 
aie more frequently obseived if the dose level is 
above 05 Gm daily The diug has been reported 
to reduce excitability and irntabihty m some non 
epileptic psychotic patients, but further work is 
needed to substantiate this The use of diphenyl 
hydantom m the alcoholic patient in the absence 
of overt convulsive tendencies has not pieviouslv 
come to my attention This drug, as u^ell as seda 
tives, may be useful m pi eventing commlsions in 
the ivithdrawal of alcohol from the alcoholic pa 
b^nt p Lewis, Ph D 

CATARACTS 

To THE Editor —What is the curient opinion of the 
use of ethylmoi phme in the treatment of cata 
racts? M D, South Carolina 

Answer— In a recent symposium, ophthalmolo 
gists from all over the United States discussed the 
possibility that eye drops might tend to slow down 
the development of cataracts Etltylmoiphine was 
the first of many types of drops used for this pur 
pose, and it is still commonly used Newer drugs, 
such as Succus Cineraria Maritima, tire fish oil, and 
calsulflij'dryl have been tried hut have been con 
demned A few ivory tower scientists are rather 
bitter about tlie use of ethylmorphme, because 
there is no proof after 50 years of experience that 
It does any more tlian cause conjunctival redness 
and edema Cataracts develop at widely varying 
rates, requinrig from 3 months to 20 y'ears to ma 
hire The only excuse for using ethylmorphine eie 
drops in gradually increasing concentration dunng 
the development of senile cataract is that the rt 
flammahon might improve tire circulation of nu r 
ent materials m the region of the lens I, persona . 
have never prescribed it, because it is pain u 

Paul W Miles, M D 
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OXTGEN INHALATION 

To TOE Editor -When oxygen is given by nasal 
catheter, is a flow of 2 liters pei minute ade¬ 
quate? What IS the ideal flow rate^ 

Erwin Bice Kahack, M D , Otisville, N Y 

Answer —According to Andrews (Manual of 0\v- 
oen Therapy Techniques, Including Carbon Diov 
ide. Helium and Mhater Vapor, Chicago, Year Book 
Publishers, Inc, 1947), when the tip of the catheter 
IS lodged m the nasophary'nx, the concentrations 
are about 10 per cent lower than M'hen lodged in 
the oiophar>'n\ The proper concentration of oxy¬ 
gen depends on the condition being treated Six 
liters per minute is the most frequently used flow 
Noah D Fabricant, M D 

PROGESTERONE AND 
CALCIUM METABOLISM 


To THE Editor —A iS-year-old girl complains of 
frequent menstrual periods -with menorrhagia I 
have controlled these with intramuscular injec¬ 
tions of progesterone in oil She has developed 
calcium deposits on her teeth undeineath the 
gums These have been removed, and her gums 
are healing very slowly Het dentist states that 
this slow healing is due to an endocrine imbal¬ 
ance, and that the jarogesterone may be slowing 
the healing Should 1 stoji the jnogesterone ther- 
cptj, and if so, how should I treat this gnP 
Joseph Tiracchia, M D , Philadelvhia, Pa 


Answer— Much is left unsaid in the history as 
guen I am unaware of any effect of piogesterone 
on calcium metabolism There has been much work 
on the effects of estrogen-hke substances on cal¬ 
cium metabolism, especially after tlie menopause, 
hut this needs more study If the menstrual cycles 
ju this young woman are less than 21 days, it is 
likelv that she is either not ovulating at all or not 
jogularly as yet This could easily be determined 
} keeping a temperature chart if it is umphasic, 
5 e is not ovulating but, if it is biphasix, she is 
crn tests done on the cervical mucus at varying 

fues frequently will show whether she is ovulating 
or not 

No voimg woman should be allowed to bleed 
°a p"® "''khout receiving the benefit of curettage 
^ ^“Paniculaou smear, because even l5-vear-old 
g'l do occasionally have cancer or polyps oi dvs- 
unction-il bleeding, and often the curettage will 
joal file cause Other causes of bleeding, such 
nilcd°°^ *^yscrasias of various kinds, should be 


out A common type of dysfunctional bleed- 


j 0'^'’ be caused by hypothyroidism 
to d young woman other studies are indicated 
0 ermine whether there is any disorder of cal¬ 


cium metabolism These include roentgenograms to 
see if any' other calcium deposits are present, and 
studies of the blood, kidneys, and parathyroids 
Occasionally, deficiency' of vitamins A, B, C, and D 
will be a factor m these gingival conditions Other 
factors, such as diabetes and protein deficiency 
should be considered Hormone determinations can 
be made, but they' are too tedious, expensive, and 
unreliable to be of much help 
The question how she should be treated de¬ 
pends on the cause These conditions usually stabi¬ 
lize when the patient starts to ovulate This mav 
be six months to three years after the menarche 
If the blood count is not depressed despite the 
amount of bleeding, no great harm is done, except 
perhaps to the patient’s morale, if no treatment is 
given If the menorrhagia persists to die age of 
marriage, complications such as infertility' and 
early abortion may arise Many patients widi dys¬ 
functional bleeding respond to adequate thyroid 
therapy 

Bxford F Heskett, M D 

POSTENCEPHALITIS INSOMNIA 

To THE Editor —A 3-year-old boy contracted acute 
viral encephalitis when he was 9 months old He 
IS making progress physically and mentally to a 
point where he walks and is able to say short 
sentences His chief problem is his inability to 
sleep throughout the night He wakes up crying 
and thrashing about for a period of one to four 
hours This problem of not sleeping has been 
going on for almost two years Many drugs have 
been used without success What can be done 
forhinP 

M D, New Jersey 

Answer —Disturbance m the sleep pattern is not 
an uncommon aftermath of viral encephalitis When 
there is a delay m the onset of such a problem 
after the mfechous process, one often wonders 
whether the problem is due purely to the struc¬ 
tural lesion in the brain, or whether emotional com¬ 
ponents have superimposed themselves on the neu¬ 
rological residual It is most import mt for the child 
to have the reassurance of one of the iiarents as 
soon as he awakens, and this includes holding him 
and staying with him until he is again asleep A 
reguhi occurrence of this m the middle of the 
night often requires more patience than many of 
us have Barbiturates or related drugs often aggra¬ 
vate problems of sleep disturbance, particularly m 
small children It may be helpful for the child to 
take 10 to 20 mg oT thioridazine hvdrochlonde at 
bedtime, if diis does not solve the problem, it mav 
be worth w hile to continue bv giving 10 mg of the 
drug three times during the day and 20 mg at bed¬ 
time 

J P Whisxant, M D 
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LUPUS ERYTHEMATOSUS 

To iHc Ewron ~A 25-i/eat-okJ lineman foi a tele¬ 
phone company has chonic discoid lupus enj- 
f lematosus This was diagnosed by exannnatton 
of a skin biopsy specimen fiom lesions on his 
face Should this man give up hts job and tiy to 
find inside wotk^ He has had no iiaining in any¬ 
thing ofhei than the type of woik he is now 
doimi 

AV P Gladney, M T) , Home), ha 

Ansm'u-. —The action spectium of cutaneous dis¬ 
coid lupus eivthematosus (CLE) is not definitely 
known, and, until this infoiination becomes avail¬ 
able, sunscieen agents containing titanium dioxide 
(A-Fil Cl earn) should be used foi piotection of 
such patients In addition, coveiage of the face 
(with a wide-biimmed hat), aims, hands, and neck 
should be maintained Theie aie fully documented 
examples of systemic lupus eiythematosus aiising 
m patients with CLE aftei piolonged exposuie to 
the sun 

Thomas B Fitzpatrick M D 
TETANUS TOXOID 

To THE Editor —Dining Woild Wat 11, as a medi¬ 
cal officei 1 was given 3 inoculations for tetanus 
1 developed a mild reaction to the 1st one, to the 
2nd 1 developed a moie severe leaction involv¬ 
ing swelling of the aiea of the aim with ledness 
and itching and the 3id inoculation lesulted in 
a piofound, lapid swelling of the left aim and 
foieaim which necessitated removal of my wiist 
watch 1 also had a high fevei, seveie inticaua, 
and mild ietching This condition lasted foi 
seveial days, and, when it was lepoifed to the 
authoiities at the post, 1 was advised nevei to 
take any moie tetanus toxoid 
This situation has botheied me evei since and, 
lecently, on lieanng a lectine on tetanus by one 
of the leading men in Minneapolis and consult¬ 
ing with him afteiwaids, 1 decided to seek fui- 
thei advice Unfortunately, one of my hobbies is 
hoises, and, in the couise of this hobby, 1 do 
some shoeing and othei woik around the bams, 
which occasionally lesults in small supeifictal 
abiasions and minoi inpiues The possibility of 
tetanus has always concerned me, and if there is 
any way that 1 could receive this piotection and 
yet avoid a seveie leaction, 1 would be most 
appieciatwe 

J E Eckdale, M D , Mai shall, Minn 

Answer -Although sensitivity to tetanus toxoid 
itself is lare, it does occui and could account foi 
the desciibed phenomena Even if so, active im¬ 
munity against tetanus, paiticulaily desiiable toi 
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those m close contact with hoises, is probably still 
available for the mquinng physician The presence 
of sensitivity must be excluded by appropriate tests 
with minute amounts of toxoid, which of them 
selves may piovide an adequate stimulus to evoke 
a good level of cii dilating antitoxin in a pievioush 
well-immunized person 

Sensitivity to impurities in the toxoid is mucli 
moie commonly encounteied, and this was particu 
laily true eaily m Woild Wai II Many of these 
impmities have been eliminated with unproved 
methods of pioduction, so that it is possible that 
this coiiespondent might now accept a full booster 
dose of toxoid with no reaction whatevei 

The appiopiiate couise of action, howevei, would 
be cautious skin testing (with epinephiine handy in 
case of an anaphylactic leaction), starting witli a 
dilution of fluid tetanus toxoid of 1 1,000 or greater 
If theie IS no leaction, after a few days or a week, 
anothei skin test noth 0 1 ml of a moie conceii 
tiated toxoid should be applied mtradermallv 
When the test dose reaches 0 1 ml of undiluted 
tetanus toxoid, it is highly piobable that an active 
immune response would have occuiied A good re 
sponse often occurs with lowei levels To assure 
that actn'e iinmrmity has actually appealed, serums 
cliawn befoie the 1st dose and 2 weeks after the 
last dose should be titrated foi antitoxin (prefer 
ably by an animal test) 

WARTS 

To THE Editor —What is the best method of ticof 

mg waits iindei the fingeinailP 

M D, California 

Answer —When small and not multiple, the best 
method of ti eating these warts piobably is tlior 
ough cuiettage aftei electrodesiccation Care must 
be taken not to injuie the nail matiix When tlie 
waits aie multiple or have recuiied after electro 
theimy, various chemotheiapeutic methods can be 
used, most of which have been successful Painting 
nightly with 10% foi malm solution is a popular 
method Cauterization with a wide variety of cliem 
icals has also been used, especiall)^ tlie u'cll known 
phenol-nitiic acid combination 

A combination I have used successfully is 10 
powdeied antibiotic (Neospoiin) preparation m a 
liquid tai base Undecylenic acid is applied first, 
the wait 01 waits being ringed with vaseline or 
cold cieam This pieparation is left on under a 
small bandage for at least 24 hours When applied 
once a week for five or six weeks, this treatmen 
is often successful The influence of the psvdio 
theiapeutic aspect in all these applications is 
cult to evaluate Internal administration of vnrms 
medicaments such as bismuth, iodine, and arsem 

has not been of much value 

ClE\T!LAND J Whiie, M 
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To THE Editor —How often does infection follow 
circumcision of the newborn infant? Should ster¬ 
ile gloves be worn while perfoiming this oper¬ 
ation^ 

Robert W Sitcsij, M D , East Hampton, N 1 

A^s\^■ER—I am unacquainted with any statistics 
on this subject It is not only desirable to wear 
stenle gloi’es while performing a circumcision, but 
complete sterile technique should be observed 
Working m a large maternity section of a geneial 
hospital allows this consultant to state that physi¬ 
cians who follow standard operating procedures 
in performing circumcisions have had no infections 
m their patients The only infections occurring at 
our institution followed too tight wrapping of the 
penis to control bleedmg in a “ritual” circumcision 
This resulted in urinaiy' retention, ascending un- 
nan' tract infechon, bacteremia, and acute osteo- 
mvehtis We have carefully regulated the "mohels 
and their techniques since then, and no further 
problems have been noted 

Clatton T Beecham, M D 


EPINEPHRINE 


To THE Editor —What is the general effect of a 
subcutaneous injection of 1 cc of a 1 1,000 solu¬ 
tion of epinephrine^ Does this procedure pioduce 
a Significant peripheral vasodilatation^ Does the 
epinephrine as usually vrovided contain any 
significant amounts of levarterenol bitartiate^ 
W/i(if effect does epinephrine have on cardiac 
output^ 

M D, Missouri 


Answ'er —The usual effects of the subcutaneous 
injection of 1 cc of a 1 1,000 solution of epineph¬ 
rine include an increase in cardiac rate and out¬ 
put, a smaller increase, or no change, in the stroke 
'olume, a small increase in the systolic blood pres¬ 
sure, a fall (or no change) in the diastolic pressure, 
u marked fall m the total peripheral circulatory 
resistance, an increase m the respirator^' rate, and 
T sinall increase m the metabolic rate 
the arterioles of the skin, mucous membranes, 
und the splanchnic areas ordmarily respond to a 
oes of epinephrine of tlus magnitude by constric- 
mn, whereas those of the skeletal muscle are di¬ 
eted, hut vasodilation seems to predominate o\'er 
' Tsoconstnction, so that a net decrease m total 
Penpheral resistance results Coronary' blood flow 
’s enhanced, both as a result of vasodilation and of 
•ncreased cardiac activity Cerebral blood flow is 
only when a nse in blood pressure oc- 

,, ^P®uphnne stimulates the myocardium directly, 
producmg more forceful ventncular con¬ 


traction Stroke volume and cardiac output are 
therefore ordinal ily increased Theoretically, hov'- 
ever, if cardiac acceleration becomes too marked, 
insufficient ventnculai filling time mav lead to a 
decrease in cardiac output rather than the usual 
increase 

Commercial epinephrine obtained bv evtraction 
from the adrenal medulla formeilv contained up to 
18 per cent of levarteienol, but U S P XVI (effec¬ 
tive October, 1960) limits the permissible amount 
of levarterenol to not more than 4 pei cent bv 
weight 

Christian* Win card, MD 


HISTOPLASMOSIS 

To THE Editor —I lecently attended a 46-yeai-old 
man with what appeared to be an acute respna- 
toiy disease On the day preceding the onset 
of the illness he had scooped spoiled corn for 
about 30 minutes in an unventilated, dusty ele¬ 
vator bin Physical examination revealed only 
diffuse moist rales and a tempeiatuie of 100 8° F 
(38 2° C) A blood specimen was drawn, and 
complement-fixation tests done and reported as 
follows histoplasmosis, whole yeast-phase anti¬ 
gen, reactive 1 8, histoplasmin antigen, nonre- 
active, blastomycosis, yeast phase antigen, non- 
reactive I plan to submit seiial specimens but 
can find no information on what constitutes a 
diagnostic titei or at what dilution a positive 
reaction is significant Also xvhat is the signifi¬ 
cance of nonreaction with the histoplasmin anti¬ 
gen^ 

Louis Byine, M D , Roachdale, Ind 

Answer —The complement-fixation test with use 
of whole veast-phase antigen is considered sugges¬ 
tive in a titer of 1 10 to 1 80 and presumptive in 
a titer of 1 160 In tlie study of a patient suspected 
of hax'ing active infection due to Histoplasma cap- 
sulatum, it IS helpful to use, in addition to the 
complement-fixation tests, several serologic tests 
serially, mcludmg the precipitin- and collodion-- 
agglutination tests vhich mav become positive at 
an earlier stage in the disease Nonreaction with 
the histoplasmm antigen does not eliminate the 
possibility of histoplasmosis since it max be nega- 
tix'e in a prox'ed case 

The sx'mptoms and phx'sical findings m this pa¬ 
tient are nonspecific and mav be the result of manv 
different diseases, mcludmg those of xiral or bac¬ 
terial origin An important possibility suggested bv 
the historx, hoxxever, is the sx'ndrome ° farmer s 
lung,’ which IS associated with exposure to dusW 
mouldv organic material Early recognition of this 
disease is important, since continued exposure max' 
result in increasmglv sex ere respiratory episodes 
and permanent damage to the lungs 

Alrert G Lexx is Jr M d 
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MONILETHRIX 

To iHE Eon OR —What is the treatment of monile- 
thuW A 4-iieat-oId girl lost hei haii shortly after 
birth She now has a scant gwwth of short but¬ 
tle, headed han on hei scalp and none on her 
body The scalp shows mild hyperkeratosis and 
inflammation with itching, which is probably due 
to piolonged treatment with a cream {Fosiex) 
containing laiiryl siilfoacetate, alkyl aryl pohj- 
efhei sulfonate, and dioctijl sulfosuccinate Theie 
IS slight ichthyosis on hei elbows The same con¬ 
dition exists in the child s hrothei and mother 
and can he tiaced back in the mother s family foi 
five generations The patient's mothei was with¬ 
out gwwth of scalp han until the age of 13 Her 
hail IS now cosmetically satisfactouj, although 
on closei inspection it shows featuies similai to 
those of hei child biotin evei used in this 
condition^ If so in what doses^ 

Elizabeth G Bungs, M D , Cumbeiland, Md 

Answer —This laie disoidei is chaiacteiized by 
beaded bans, often buttle and bioken, and a mod¬ 
erate to e\tensive degiee of baldness In addition, 
tlieie IS often a folliculai hypeikeiatosis wliicli is a 
pait of tins congenital and liereditaiy disoidei It 
IS not due to the soap mentioned in the query but 
IS an integial part of the condition The cause of 
monilethiix is unknown Theie aie leports of spon¬ 
taneous impiovement in this condition with the 
passage of time, especially dining periods of in- 
ci eased hoimonal activity, such as pubeity and 
pregnancy There have also been lepoits of im¬ 
piovement aftei institution of local measuies, in¬ 
cluding epilation and loentgen theiapy I know of 
no effective tieatment 

Howard T Beiirman, M D 


PREVENTION OF SUNBURN 

To the Editor —1 am contemplating a tup to the 
Caubhean duung winch I will encountei much 
exposure to sunlight Since I bum easily, 1 won- 
dei about the safety and success of using some 
of the newel pigment-pwmoting compounds such 
as methoxsalen Have these tablets been sufp- 
ciently tested so that, if taken accoidmg to duec- 
tions, theie is no likelihood of complications m 
the average peison? 

Edwaid G Bourns, M D , Westfield, N f 


Answer -Almost eveiyone now agiees that meth¬ 
oxsalen, when taken according to the diiections 
triven will provide increased tolerance to sunlight 
exposure Caiefully controlled clmical studies have 
established this claim Complications occui as a re¬ 
sult of ovei dosage or of overexposure to sunlight 
Tlierefore the dnig should be admm.slered only to 
responsible adults m whom tolerance to sunlight is 
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a bona fide pioblem 

Some physicians view tlie clinical use of metliov 
saien with concern, because they fear that the dru^ 
IS a hepatotoxin, however, there is as yet no valid 
leport of this effect In addition, there is frequent 
reference to its carcinogenic effects in mice but 
lecent studies {Natine 183 728 [March 14] 1959) 
have not confirmed these earlier reports Aftei re¬ 
ceipt of 600 times the therapeutic dosage and pro 
longed exposure to Ingh-intensity, long wave-length, 
ultiaviolet light, a statistically significant increase 
m cataract formation occurs in mice and guinea 
pigs These data involve the relationship of mice to 
men that was recently revived with regard to food 
additives If the Food and Drug Administration 
believed that these toxic effects of methoxsalen in 
animals weie applicable to men, the drug would 
have been removed fiom the market 

Thomas B Fitzpatrick, M D 


NIACIN AND THE CHOLESTEROL LEVEL 


To the Editor —Nicotinic acid, and some othci 
compounds, fiequently i educe the serum choles 
tewl level, supposedly by inteifering with the 
synthesis of cholesteiol in the liver With the 
loweung of the cholesteiol level in the serum, is 
there a paiallel reduction of the hpopiotein de¬ 
posits in the coionaiy arteiies^ Is there an equi¬ 
librium between the senim cholesteiol level and 
hpopiotein deposits^ If there is no such eqinhb 
iiiim, does the ieduction of the seuiiii cholesterol 
level by artificial means seive a useful puipose^ 

M D, California 


Answer —The rationale of the use of nicotinic 
icid to reduce seiuin cholesteiol levels is that, if 
heie IS a lelationship-direct or indiiect-between 
,eium hpid levels and lipid deposits m the arteries, 
i 1 eduction in serum cholesteiol levels should be 
issociated with a reduction in the probability of 
iccumulation of lipid deposits It has not been 
:hown, however, that there is such a reduction m 
ipopiotein deposits when nicotinic acid is used 
Jieiapeiitically Those who aie mteiested in artifi 
iially loweiing cholesterol blood levels do so with 
:he hope that the patient can thereby be removed 
aom the “statistically high risk” population 
It IS not possible to say that there is any relation 
ship between seium cholesteiol levels and lipopro 
tein deposits, that is, there is no good evidence that 
the mass action is in operation An answer to the 
last question asked will not be available for some 
time, dial is, not until it is Inown wlietlier arut 
-.ally lowered blood lipid levels produce either a 
tegiBsion of atherosclerosis or provide increased 
piotection against cardiovascular 
luthonties have said that such a study i 
at least 20 years 


m 
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histerectomy and 
future hospitalization 

To THE Editor —Insiiwnce companies frequenfhj 
cancel a patients hospitalization policy after a 
significant illness or opeiation Is theie any evi¬ 
dence that a ivoinan who has undergone hysterec¬ 
tomy for a noninalignant disease is more likely 
to require subsequent hosmtalization than a simi¬ 
lar person with uterus in situ^ 

hi D , South Caiohna 

ANSiraR—To answei, let us establish the point 
that the h\ sterectom^' is complete, i e, the cervi\ 
and the corpus have been lemoved Panhysterec- 
tomv IS a common procedure today, constituting 
one of the chief reasons foi female hospitahzation 
Therefore, it seems safe to sav that a patient with¬ 
out a uterus is less hkelv to need hospitalization 
than one who has not liad the operation 

Cl IT TON T Beech TM, M D 

HITERPARATHYROIDISM 

To THE Editor —In the May 2S, I960 issue, a ques¬ 
tion IS asked about the laboratoiy procedures foi 
inahing a diagnosis of hyperparathyroidism in 
the presence of renal insufficiency We have been 
particularly concerned with this problem and 
have recently observed and since confiimed that 
in primary hyperparathyroidism the response of 
phosphorus reabsorption to injected paiathyroid 
extract is diminished and in primary kidney dis¬ 
ease the response is noinial (Gershberg, H, 
Shields, D R, and Kove, S S ‘The acute effects 
of Parathyroid Extract in States of Edema, Dp 
ininished Renal Function and Parathyroid Dis¬ 
ease , J of Clin Endocr Metab 19 681 [June] 
1959) Phosphorus reabsorption (per cent of fil¬ 
tered load) must he measured and not phosphorus 
excretion, since the latter may be influenced by 
the hemodynamic effect of the injected extiact 
5Ve agree with your reviewer that the blood 
calcium level remains elevated in hyperjmrathy- 
roidtsm in the presence of uremia The amount of 
calcium excreted is also greatei than in prtmaty 
renal disease 

Herbert Gershbeig, M D 

550 First Ave 

New York 16, New York 

above comment was referred to the con- 
^ tant who answered the original question, and his 
feplv follows-E d 

T 

° Editor —We are aware of the work of 
ershberg and colleagues on the response of jra- 
'cnts witJj renal disease to infused jjarathyroid 
extract It should be brought to the attention of 
yeur readers that Gershberg rejrorted only one 


patient with hyperparathyroidism, and if would 
therefore he difficult to generalize to all patients 
from the response in this one 

The second point about this paper is that 
Gershberg refers to the t espouse in “tubular ie- 
absorjjtion of phosjjhorus’ in four patients with 
fUtiation lates of less than 49 ml jier minute In 
none of the subjects that Getshberg reported was 
the seium mot game phosjjhate level greatly ele¬ 
vated, not was theie any mention of the presence 
of bone disease in any of these patients The 
diffeiential diagnosis of hyperparathyroidism of 
the pi unary or secondaiy vaiiety would be most 
difficult m those patients with renal insufficiency 
who have evidence of secondary hyjierpai athy- 
loidism, that is, patients with high inorganic 
phosjjhorus and high alkaline phosphatase levels 
and roentgenogiaphic evidence of osteitis fibrosa 
It IS exactly in these patients, who have hyjier- 
parathyroidism in the true sense although not of 
the pi unary variety, that a lesponse to infused 
jjaiathyroid exiiact might be expected not to be 
at all different fiom that m jjatients with tiue 
pt unary hypeijjarahyroidism Therefore, until 
jjroved othei wise, with more jjublished data, this 
test could not be constdeied of great differential 
diagnostic value 

A lecent article by S W Stanbury and asso¬ 
ciates entitled ‘Elective Subtotal Parathyroidec¬ 
tomy for Renal Hyperpat athyroidism” (Lancet 
I 793 [April 9] I960) stressed the possible value 
of subtotal parathyroidectomy in the ptesence of 
secondaiy hijpeiparathyroidism It is also of more 
than theoretical inteiest from the work of T F 
Nicholson and G IE Shepard (Canadian J Bio- 
chem & Physiol 37 103 [Jan ] 1959) that the 
jjarathyroid hoimone may not act to induce tubu¬ 
lar reabsorption of jihosjjhate but rather act to 
jiroduce secretion of phosphate in the distal tu¬ 
bule If these data of Nicholson in dogs aie con¬ 
firmed m man, then the very measiuement of 
tubular reabsorption of phosjjhate is erroneous 

In summary, the best way to diagnose primary 
hijjjerpaiathyroidism with sujjerventng renal fail¬ 
ure is the presence of a calcium concentration in 
the serum higher than normal It is entirely jjos- 
sible that many of the cases of so-called secondary 
hijperjjarathyroidism associated with primary kid¬ 
ney failure may actually be cases of jjrimary 
hyperparathyroidism It has now been ajjjjre- 
ciated from the work Cojie and co-workers 
(Annals of Surgerv', 148 375, [Sejitember] 1958) 
that there is an entity of so-called primary chief 
cell hyperplasia of the jjarathyroids, the jiathol- 
ogy of which is indistinguishable from that of 
secondary hyjierplasia It is therefore ajjjjarent in 
these cases that the general clinical evaluation is 
most important in the evaluation of the jiatient 
for jjossible parathyroid surgery 
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QUESTIONS AND ANSWERS 


SEVERE AND FATAL REACTIONS 
TO TRANQUILIZERS 

To THE Ediior —With lefejence to the question 
wised by C M Karpas, MD, in The Journal, 
Api il 16, pcige 1S72, whethei 5 wg of petphen- 
o^inc could couse ceiebial edevnn with convul¬ 
sive seizuie, onisocoi in, and heiniparalysis, I 
wish to make the following comments Yom con¬ 
sultant equates 5 mg of perphenazine to ftom 
85 to 250 mg of ehloi pi omazme While it is 
tiue that in the dog the antiemetic notencn ratio 
of the two dnigs is about 351 (Rosenkilde and 
Gomel, I Pliarniacol 120 875 [July] 1957, Wang, 
ibid 123 306 [Aug] 1958), it is inconect to as¬ 
sume that the same antiemetic potency ratio 
exists clinically, and that othei pharmacological 
propel lies, including then toxicity, have the 
same potency ratio Accoiding to Harei (Obst 
&: Gynec 11 273 [Match] 1958), peiphenaztne is 
about five times as potent an antiemetic agent as 
chloi pi omazme Foi instance, peiphenazine has 
a much weaket adieneigic action than chlotpro- 
mazine 

According to hwin and co-woikeis (Aich in- 
teinat phaimacodjai 118 358 [Feb ] 1959), pei¬ 
phenazine is 67% as toxie as chloipromazine m 
the lat and the dog In human beings, 768 mg a 
day of peiphenazine fot seveial weeks have been 
gwen to psychotic patients by mouth with no 
peimanent side-effects (Laison and co-woikeis. 
Am J Psychiat 116 456 [Nov ] 1959) Many clin¬ 
icians have given 5 mg and Nielson (Am J 
Ophthalmol 46 345 [Sept ] 1958) as much as 15 
mg of peiphenazine intramusculmly as a pio- 
phylactic or theiapeutic antiemetic agent post- 
operafively without senous side-effects Thus, 
it seems clear that 5 mg of peiphenazine is the 
usual antiemetic dose It is difficult to under¬ 
stand what caused the cerebial edema in Di 
Karpas patient It would he inteiesiing to know 
whethei any othei agent was used to treat the 
convulsion in this case If peiphenazine were 
responsible, it must have been an tdiosynct atic 
reaction on the paif of the patient, and such ie- 
actions are exti emelxj i ai e 

S C Wang, MV 
Columbia Umveisify 
630 W 168th St 
New yoik 32 

The above comment was leferred to the consult- 
mt who answeied the original question, and his re¬ 
ply follows —Ed 

To THE Editor -My only comment in legard to 
this elaboiation is that one cannot transfer ani¬ 
mal dosage to man, but we do have the problem 
of greatly mci eased potency of the newei pheno- 


jama, Sept 24, 19(,o 

thiazuie deiivatwes The patient’s cerebral 
edema may have been caused by faihtte of the 
nursing staff to observe the first convulsive set 
zure so that the seizures finally observed were a 
result of a senes of seizin es One should still 
make the point that perphenazine is a potent 
tranqinhzei, and, when used as an antiemetic 
agent, it should he used only loith the full cog¬ 
nizance of its potency 

SUICIDE ATTEMPT WITH COOKING GAS 


To THE Editor -In The Journ vl, July 9, page 1164, 
there is a discussion of a suicide attempt with 
cooking gas The consultant indicates that caihoii 
monoxide is a principal constituent of illumuiat 
mg gas It IS my immession that m most cities 
natural gas, lathei than manufact toed gas, is used 
for illumination and cooking Manufactiueel gas 
does contain cat bon monoxide, and occasionalhj 
such gas is added to the usual supply dm mg the 
periods of peak load Natinal gas as delivered 
contains no caibon monoxide oi such a small 
fiaction of 1% that the monoxide hazard can vir 
tually always be dismissed The hazaid m the ai 
stance discussed would be fwm deprivation of 
oxygen when the gas displaces the an, not fwm 
toxic mgiedienfs in the gas Pai entheficalhj, 
theie IS an explosion hazaid when either natural 
or manufactured gas peivades an enclosed space 

Carl J Potfhoff, M D 
The University of Nehiaska 
College of Medicine 
42nd and Dewey Ave 
Omaha 5, Neb 

1 

The above comment was lefeiied to the consult 
ant who answeied the oiiginal question, and Ins 
reply follows —Ed 


Po THE Editor —Yom coriespondent’s point is well 
taken Although in the answer it was assumed 
that the illuminating gas contained carbon man 
oxide, the end lesiilt would be the same Carbon 
monoxide is toxic because if causes cerebral an 
oxia as Its pi mcipal effect Anoxias are classified 
according to Coiiroille as anemic as in carbon 
monoxide poisoning, stagnant as in cardiac fail 
me, anoxia due to anesthesia, histotoxic as /« 
cyanide poisoning, and neonatal In any case oj 
ceiebial anoxia, there are hemonhages, necrosm 
demijelination, and atrophy of cortical and gon 
gbon cells, especially in the stiiatum The patient 
may die if the anoxia is prolonged or may make 
a partial lecovenj with residual mental impair 
ment and, if severe, a state of decerehratwn UC 
prognosis depends on the duration and ^ 

anoxia There may be a fair recovery of b ant 
function, m some instances approaching norma 
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*Oaihr \l 4 nifcstnlions of Tinroid Disease 
R \1 Da% ^ P 

•Enij-mabc Zonulol>sis as an Aid m Cataract Surger> 

P J Kenned) and others P 

•Photosensitization of the E> c \\ itli Mcthoxsalen I Acute 
Effects-T M Cloud R Hakim and A C Gnffin P 846 

•Tissue Culture of U\eal Melanomas 
Y R Banshak W Vanhenck and C Yoneda P 35- 

•Differenbil Diagnosis of Melanoma Cells m Tissue 
Cultures of U\eal Melanomas—\ R Barishak p 367 

•Electron Microscopic Data on Pigment Formation in 
Melanohlastomala—J Francois and others p 377 

•Dnpiosis of Comeal Herpes Simplex bv Fluorescent 
Antlbod) Staining—H E Kaufman P 382 

•E>e Injunes Due to Pouer LaN\n Monn ers 
D Barsk> P 885 

•Decreased Aqueous Outflou in Rabbits u ith Hereditary 
Buphlhalmn—P R B McMaster P 388 

•Penpatelic Intraocular Foreign Body 
B Crauford P 392 

^lechlQtethaTnlne Hydrochloride (Nitrogen Mustard) Treatment 
of Erpenmental Tuberculous Uveitis—J L McCarthy p 396 

•Long Term Results from Cvdodnlvsis 
R 0 Schultz R C Watzke and T R Sawyer p 408 

•Comeal Anbgenicitv 

W J Geeraets G Chan and D Guerry P 418 

•^chifftz Tonometer Calibration and Applanation Tonometry 
M F Armal) p 426 

Elhonolamide (Cardrase) in Management of Chronic Simple 
Ghucoma—S M Drance p 433 

•Unilateral ETophthalmos 

S S Bottomley and others p 438 

Incorponbon of Tritium Labeled Thymidine by Rabbit Comeal 
Endothelium—N L Mills and A Donn p 443 

Ocular Manifestations of Thyroid Disease —After re\ lewing 
tile theones of the pathogenesis of orbital changes associated 
"ath thyroid d>sfunction it was found m a laboratory study 
tint exophthalmos could be produced in tlie Atlantic minnow 
(Fundultis heteroclitus) with antenor pituitary extracts nch 
w thyrotropm These extracts did not produce proptosis in 
file common goldfish (Carasstus auratus), and this difference 
in response was attnbuted to a species difference It was 
concluded that the common goldfish is not suitable for the 
hio assay of exophthalmos producing substance A chnical 
'tud) of 6 major signs m 200 patients wath the eye changes 
associated with thyroid dysfunction revealed that these 
(changes could not be dixided into 2 mutually exclusive 
Sfoups Rather the mild and severe forms appeared to be 
nxtrciTies of the same disease process 

Fnzjanatic ZonuloI>sis Aid in Cataract Surgery—This is a 
Piclimimi) report on 432 pabents whose cataracts were 
'nmoied after instilling about 0 5 cc of 1—5,000 or 1—10,000 
'nhilion of alpha chymotrypsin into tlie postenor chamber 
” n>e The enzyme causes lysis of the zonular fibers 
and Vhereb>, increases the percentage of intncapsular ex¬ 
tractions It makes the extraction easier to perform There is 

in the Libmrv of the Amencan Medical Association 
nlmn h> members of the Assocntion or its student organi- 

for periodicals should be addressed Librara Amencan 
I '^vxaation Pcnodieal files coaer 1956 to dote for English 

made *“ date for foreign language journals ^o charge is 

t-ich 11 hut the fee for others is 15 cents in stamps for 

mis nnW , ^tiodicals must not he hept longer than fia e das s Penodi 
far Itii f “"td hj the American Xlcdical AssociaUon are not na ailable 
aiP the hut can he supplied on purchase order Repnnts as a rule 
lion r, .’’tnPrd' of authors and can he obtained for permanent posses 
t„l” > 'T ‘hem 

>UTrkp(l qn nstcrisk (®) nbstricted 


less trauma to the eye There are fewer complications We 
were not aware of any adverse effect of the enzyme on the 
ocular structures We feel that its careful use should be 
encouraged in all patients oxer 30 years of age 

Photosensitization of Eye xvith Methoaty psoralen—Most of 
the biologic effects of ultraviolet light are due to the shorter 
xsivelengths (shorter tlian about 3,200 A) Long ultraxuolet 
(about 3,200 A—4,000 A) is neither erytliemogenic nor capa¬ 
ble of damaging the eye Attenbon has recently been focused 
upon a photosensitizing agent, 8 metlioxypsoralen (8-MOP) 
which endows long ultraviolet with erytliemogenic proper- 
hes The purpose of this experiment was to determine 
whetlier 8-MOP also alters tlie effect of long ultraviolet 
upon the eye Twenty-two guinea pigs were exposed to 
long ultraviolet conbnuously for 24 hours Elexen received 
8-MOP mtropentoneally pnor to exposure, and 11 did not 
Ocular damage xxas not detected m the control animals 
Lid erosions, comeal edema, dilatahon of the ins vessels, 
abnormal dilatabon of the pupil and lens opacities occurred 
in the test animals 

Tissue Culture of Uxeal Melanomas —Melanoma cells groxxn 
in tissue culture are difiRcult to differenbate from macrophages 
and fibroblasts Melanocytes, hoxvever, can be slioxvn to manu¬ 
facture melanin by the dopa and tyrosine reacbon, and 
the pigment granules are more regular m size and distnbu- 
bon Also the pennuclear zone of a melanocyte is free of 
pigment, and the pigment tends to he in tlie dendnhc 
processes rather than over tlie cell body Txvo mahgnant 
melanomas of the ciliary body and 23 mahgnant melanomas 
of the choroid xvere studied m bssue culture One xvas a 
spindle A melanoma, 15 xvere spindle B, 8 xxere mexed 
and 1 was epithelioid Pigmentabon xvas 1-1- in 16 tumors 
2-1- m 3, 3-1- m 4, and 4-1- in 2 Cultures xxere successful 
in 19, fair m 4, and failed in 2 tumors Groxx-th was 
maintained for 2 montlis in 5, 3 months in 8, 4 montlis in 
3, and 6 months m 3 tumors Tlie cytology of all types of 
melanoma xxas tlie same Bipolar cells xxere the most com¬ 
mon type of melanocyte obserxed 

Tissue Cultures of Uveal Melanomas —The histogenesis of 
the cells in spindle cell mixed and epitlielioid melanomas 
of uxeal tract m bssue culture shoxxs tint all types of 
melanoma have a similar cell pattern m culture The dopa 
reaction and tyTosine-tyrosinase reactions differenbated the 
macrophage and fibroblast from tliose cells capable of pro¬ 
ducing melanin in bssue culture The morphology of the 
prohferabng cells could not be used to differentiate tliese 
various cells after the Van Gieson stain, the M isson-Goldner 
tnchrome stain, Jacobson s stain, and phosphotungstic acid 
hematoxyhn The melanin-producing cells are found to be 
unipolar, bipolar mulbpolar and dendnbe m slnpe The 
bipolar cells differ from the fibroblast xxliich has a more 
abundant cytoplasm and more irregular pigmentation 

Data on Pigment Formation in Melanoblastomata-Histo¬ 
logical and elech-on-microscopic examinabon of a pigmented 
melanohlastoma of the choroid failed to yaeld any mdicabon 
of i direct relationship hebxeen the nucleus and melanin 


1S3 



448 


ABSTRACTS FROM 


THE LITERATURE 


jama, Sept 24, 19G0 


formation As in the cisc of nonpigmcnted uvea! blastomata, 
tile Oolgi system m tlie majority of cells was well-developed 
A rclitionship between this system and the formation of 
pigment grannies was not demonstrable Neither the stnic- 
tiirc nor the localization of the pigment granules gave even 
the faintest mdicition in this direction The membrane- 
enveloped spaecs m which the melanin and the melanin 
ground substance are contained might possibly be re¬ 
garded as part of the endoplasmic reticulum Granules of 
Pallidc w'ere found in contact w'lth the membranes envelop¬ 
ing the pigment granules or the mclamn-containing spaces 
A ti insmutition of mitochondria into pigment granules is 
possible 

Corneal Herpes Simples Fluoiescent Antibody Staining- 
Direct staining of 17 scrapings from comeal ulceis w'as 
earned out watli fluorescein-labeled herpes simplcv antibody 
from immunized rabbits and humans wath recurrent herpetic 
infections In 7 of the patients wath virus demonstrated by 
such staining, the herpes simples waas dso isolated in rabbit 
kidney tissue culture In an 8th patient, a child wath cutane¬ 
ous herpes and dendritic figures on the cornea, virus was 
demonstrated by st lining but not by culture The rapidity 
of this diagnostic technique, and the possibility that latent 
or non-infectious virus m ly tliereb)’ be detected, contribute 
to its clinical interest 


E>e Injuries Due to Powei Lawn Mowers—Five cases of 
missile eye injuries due to pow er lawm mowers are reported, 
covenng a 4 year period beginning September 1955 In 3 
cases vision was totally lost The need for safety features in 
the rotary tjqie power lawn mow'er is stressed Pulihc aw’ ire- 
^css of the eye hazard should be aroused 

Aqueous Outflow and Hereditaiy Buphthalmia —The iqiie- 
ous outflow' rate of large buphtlnlmic and norma) rabbit 
eyes w'as measured by a slight modification of the perfusion 
method of Becker The aqueous outflow' rate from these 
buphtlialmic eyes w'as significantly less than normal, P< 001 
Fibrosis of die angle of buphtlialmic eyes w'as noted in tlie 
histologic sections The mating of 1 buphtlialmic male to 1 
buphtlialmic female resulted in a litter of 7, of w'hich 4 devel¬ 
oped ocular enlargement by the 6th month of life Because 
the aqueous outflow rate of these buphthalmic eyes is ab¬ 
normally low, and because tire disease appears reproducible, 
this stock of buphthalmic rabbits may seive as models for 
the study of ocular changes leading to decreased aqueous 
outflow' rates 


Peripatetic Intraocular Foreign Body —Tins is the repoit of 
i case of nonmagnetic foreign body retained in the vitreous 
cavity of the eye Some time later the foreign body, al¬ 
though of considerable size, appeared spontaneously in the 
interior chamber of tbe eye, and was tlien readily removed 
Features of this case are used to illustrate some of the prin¬ 
ciples in the management of nonmagnetic intraocular foreign 
bodies in the postciior segment 


oiig-Term Results from Cyclodialysis -This is a long-term 
,llow-np study of the patient group previously reported by 
’Bncn (1949) This worker reported that 79% of glaiico- 
,atous eyes treated by cyclodialysis had normal ^ 

abihzcd visual fields in a one-year follosv-up This study 
Ins that this percentage dropped to 28% 5 to 20 years 
Ucr Furthermore, tlie degree of preoperative abnoimality 
„th respect to tension, fields, and disc determined the final 


rh/n Particularly poor prognosis wss related to 

the presence of a glaucoma cup Of patients wath normalized 
tensions and no field loss 24% presented a pre-operatiie 
cup, but patients who lost further field in spite of controlled 
tension had a glaucoma cup in 94% of cases FinalK tlie 
operation of cyclodialysis produced “glaucoma cures ’ in th.s 
group only m eyes which lacked, preoperatively, one or 
more of tlie positive entena for tlie diagnosis of glaiicomi, 
namely, elevated tension, glaucomatous field changes, or 
glaucomatous cupping of the ophe disc 


Corneal Antigenicity-Tlie histologically different comeil 
layers w'ere separated and examined individually for specific 
and nonspecific antigenicity The corresponding antibodies 
were produced by rabbit sensitization Precipitin reaction 
was studied by employing agar immuno-electrophoresis and 
igar-diffiision technique Fifteen different precipitm-formmg 
antigens were demonstrated and divided in tissue-specific 
and nonspecific reactions Two strong precipitating antigens 
of Jiigher negative electric mobility could be related to the 
comeal stroma but reacted also w'lth antibody produced b> 
blood senim These 2 components disappeared rapidly after 
comeal tissue had been transplanted into a recipient eye 
and, hence, may be of prime importance in antibody stimii 
lahon after corneal transplantation It w'as sliown diat skin 
and comeal epitlielium is well as skin and comeal stromi 
share common anbgens Remaining antigenic substances 
could still be demonstrated 1 year after corneal transplan 
tation 

Scinptz Tonometer Calibiation, Applanation Tonometr> - 
The applanation and Schiptz pressiuc readings obtained on 
the same eye were found to differ significantly from each 
other, in 1,072 normal eyes, tliesc differences w'ere syste 
mahcally distributed, indicating that significant error in 
clinical prediction and in experimental investigation will re 
suit if these 2 systems of measuicment are considered 
identical When tlie appl ination pressure w’as low the 
Schiptz pressure was significantly higher than expected, the 
difference becoming smaller as the applanation pressure 
increased until at readings higher than 16 the Schi0tz pres 
sure became significantly low'cr tlian expected A similar 
relationship w'as found between the applanation pressure 
and the Sclii0tz pressure reading Different, though certified, 
Schi0tz tonometers gave significantly diffeient estimates of 
pressure 


Ethoxzolamide and Chronic Simple Glaucoma -The present 
study was set up to evaluate tlic use of ethoxzolamide 
(Cardrase) in tlie management of chronic simple glaiicomi 
The dmg was used m 18 patients over a penod of more 
than 12 montlis, in conjunction w'lth miotics ivlieii flit 
former failed to control tlie disease Of glaucomatous e>cs 
treated, 47% xvere controlled and 29% xvere not controlled 
A further 24% of eyes xvere not controlled because of side 
effects xvhich necessitated cessation of tlierapy Electrolyte 
studies showed a fall m tlie bicarbonate ion of the Wood 
xvhich persisted during therapy The dmg was found to it 
a useful addition to tlie carbonic anliydrase inhibitors used 
in the long-term treatment of the disease 


iral Exophthalmos -In order to emphasize the clinic-il 
less of orbital pneumotomography, a case is 
cli this radiographic technique xxas successful!) em 
The patient complained of slow'!) 
the left eye, with minimal visual disturbance 
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Hammition hbontor> shidies ond conventioml \-nys were 
negamc R'hen iir wis injected belnnd the eye, tomograms 
(lemonstrited a w ell circnmscnbed mass At operation this 
proved to be a easemous hemangioma The technique of the 
examination is simple and complications Iia\ e been rare 

Tntium labeled Thy midine and Corneal Endothelium —The 
regenenhon and replacement of rabbit comeal endothehum 
were studied by labeling the synthetic phase of cell disnsion 
with tntiated thyanidine Radioachse nuclei were not found 
in the normal adult endothelium of 22 eyes but w'ere ob¬ 
served in all 34 uninjured comeae of rabbits 3 months old 
and jounger When the comeal endotlielium of adults was 
previouslv injured wath a blunt probe, large numbers of 
radioactive nuclei and many mitotic figures were seen m the 
wound path maximum tliymidine incorporation occurred 
24-48 hours after injury The absence of nuclei labeled with 
radioactive thyamdine in adult comeal endotlielium supports 
the view that the replacement rate of normal adult endo¬ 
thelium vs \ery low or does not occur at all 

Archly es of Otolaryngology 


is made at the time of surgery, based on thn firm rubbery 
character of the process and the fact that it does not 
destroy bone Three illustrative cases are presented 

Granular Cell Myoblastoma of the Larynx—Granular cell 
myoblastoma has been reported m many areas of the body, 
but only 16 cases involvmg tlie larynx have been reported 
Three new cases are presented m this paper It is important 
not to confuse the diagnosis of tins tumor xvitli caremoma 
The etiology is uncertain and many theones have been 
proposed Some feel it is not a tme neoplasm but rather a 
reaction to trauma or inflammatory disease The treatment 
used xxas local removal bv direct laryngoscopy 

Mycotic Infections in Otolaryngology—A study of mycotic 
infechons pathogenic to man and as they relate to tlie 
otolaryngologist is presented The confusion existmg in 
medical literature regarding identification and classification 
of tme fungi is mentioned, and clanficabon for the oto¬ 
laryngologist IS emphasized Prachcal methods for the study 
of mycosis, which are adaptable to the average office, are 
suggested Pnnciples of treatment and a few dmgs currently 
in use are given 
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Carcinoma of Lar\nx After Irradntion for Pnpilloitia 
T C GfllJow 1 } G H SopcT -ind J EJsen p 289 

'Stapedectomy Procedure of Shea 

D Mjers W D Schlosscr and R A Winchester P 295 

T>aiipinnsclerosis 

" F House and J L Sheehy p 308 

'Cranular Cell Myoblastoma of the Larynx 
I G Beehhuis p 314 

'Mycotic Infections in Otolaryaigology 
E h GiU p 321 

'New Approach to the Symptomatic Treatment of Xligrainc 
E E Rvan p 325 

'Companson of Bacteria from Ear and Upper Respiratory Tract 
la Otitis Media—M Jones p 329 

'Value of Early Decompression of Paralvzcd Facial Nerve 
U wassemiann p 333 


Slapcdcctomy Procedure of Shea —This invesbgabon evalu- 
itcs the efficiency of the Shea stapedectomy for the correc- 
hon of otosclerobc deifness The Shea stapedectomy xvas 
wmed out as follows Tlirougli an endaural approach the 
miildle ear cavity was exposed and made surgically ac¬ 
cessible The otosclerobc stapes was disarhculated from the 
incus and removed from tlie oval wandow A seebon of x em 
tuen from the patients forearm was placed oxer tlie oval 
window and a seebon of polyethylene tubing w as arhculated 
to tlie incus to reestablish funcbonal conbnuity betw een the 
eir dnim and tlie cochlear fluids Postoperatix e study re- 
vci cd the following The Shea stapedectomy is an efficient 
means of rcstonng practical lieanng to paheiits witli diffuse 
otosclerosis The rite of improxement (84%) is better 
bn that obtamed with stapes mobihzabon Postoperabxe 
feictioas are generally mild and convalescence of short 
oration Histologic study indicates that the vein graft adapts 
'e to the middle-ear, and that there are no undesirable 
■wue rcacbons to the plasbc stmt 


■Ji^ 

'mpanosclerosis —Tympanosclerosis refers to the sclerobc 
a d^^ mucous membrane of the middle ear 

mastoid that may develop as a result of cdironic in- 
™f'on Once aware of tins enbty, the otologist will rec- 
imize It relahxely frequently It can mimic both clioles- 
"'hd otosclerosis and must be differentiated from 
m order to axoid unnecessary extensive middle ear 
Enry md obtain a maximum hearing gam The diagnosis 


New Approach to Treatment of Migraine —This arbcle chs- 
cusses tile use of a new agent which can be used to abort 
an attick of migraine Tins metliod of aborbng migrame 
attacks is not new as regards the dmg used, but in the 
manner in which the dmg is admmistered The dmg used 
is ergotamine tartrate, w hich has been employed successfully 
in the symptomabc treatment of migraine for many years 
However, the route of admimsbabon differs, m that an 
isoproterenol is used This enables the dmg to go directly 
info the lung fields It is thought that the absoipbon-rate 
through the lungs is very rapid The results obtamed by 
using this new approach to relieve the migraine attacks are 
very encouraging Isoproterenol (Medihaler-ergotamine) 
may prove to be an excellent addibon to the physicians 
armamentarium in treabng migraine symptomabcally 

Ear and Upper Respiratory Tract Bacteria in Otitis Media — 
In cases of primary obbs media parallel cultures from ear 
and throat or nose were examined bactenologically Paired 
specimens were received from 57 pabents, mostly children 
From the 51 posibve ear cultures 70 organisms were iso¬ 
lated pure cultures 35 bmes, mixtures of 2 organisms 13 
tunes, and mLxtures of 3 organisms 3 bmes In 12 cases the 
organism which was isolated from the ear was not found m 
the tliroat or nose, even though potenhally pathogenic 
bacteria xxere present m the throat or nose Tabulation of 
specific organisms is given Contrary to tlie general assaimp 
bon, culhires from the upper respiratory tract had no value 
in predicbng the ebologic agent of pnmary otitis media 
Mextures of bacteria were found often enough m the ear 
to warrant culture and subsequent antihiobc sensihxity 
teshng for tins reason alone 

Early Decompression of Paralyzed Facial Nerve-The in¬ 
creased pace of modem Iivang increases bodily injuries The 
facial nerve is the 2nd most commonly injured cranial nerve 
because it has a longer course in a bony canal than has 
any other nerve in the body When taaumahzed in the 
body canal the facial nerve cannot adequately undergo the 
reacbonary process of swelling Circulabon is arrested, re- 
sulhng in ischemia and degenerabon A 10 year-old ’ girl 
sustained a simple fracture of the right mastoid hone tlirough 
the Fallopian canal W'lthin 5 davs nght pcnpheral facial- 
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nerve paralysis developed Eight days tliereafter a nght 
simple mastiodectomy and right facial-nerve decompression 
m tiic vertical portion of the Fallopian canal was performed 
\ itnin 2 weeks thereafter complete recovery resulted The 
prompt liberation and return of normal circulation healed 
the compressed nerve 
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most common source of nonesophageal bleeding nas liemor 
rhagic gastnbs The presence or absence of hepatomegalj 
splenomegaly, or ascites had not contnbuted to the accuraa 
ot the diagnosis of die bleedmg site Emergency rachographic 
and endoscopic examinations are recommended as the pro¬ 
cedures of choice, m most cases as mandatoiy methods 
to establish the source of hemorrhage The immediate and 
delayed mortahtj^ m cirrhotics who bleed indicates that 
piompt and accurate diagnosis is necessars' in order tint 
adequate medical or surgical treatment miy cftect liemostasis 


‘’Prcdnisom in Amcnorrtiea and Hemorrhage 
J C ScOcn and J H J Bnkkir p jgg 

ClTtcK of Tcsloslcroiic Propionnlt and Niihinl Estrogens 

n A Edgrcn D W Cnihoun, nnd T W Hums p 213 

Th\ roiditis with High Strum Aik dine Ptiovpbntase Level 

J P 256 

Prednisone in Ainenorrhca and Hemorrhage-T\i enty-fivc 
patients (10 widi hirsutism ind/or increised 17-ketosteroid 
excretion, and 15 with no signs of adrenocortical disorder) 
were treated with prednisone Five patients in the 1st group 
and 9 in the 2nd had amenorrhea, die odiers had anovuli- 
tory' bleeding The dose of prednisone administered was 
5 mg, at first given daily, increased to twice a day some 
mondis later, and again reduced to once a day after a few 
months Of the 10 patients m the 1st group, 2 wath amenor¬ 
rhea tnd 1 with anovulatory hemorrhage improved (the 
latter xsas seeking treatment for lursutism) Of the 15 pa¬ 
tients in the 2nd group, the treatment avas successful in 2 
with amenorrhea and in 1 with anovulatory hemorrhage 
Tlie authors conclude that prednisone is useful in conditions 
related to congcnitil adienoeortical hypeqilasia, in reguhr 
anovulatory hemorrhage, and in normo-estrogenie amenor¬ 
rhea As the 4 patients with amenorrliea w'ho benefited from 
the prednisone treatment had also undergone w'edge resec¬ 
tion of the ovary, die question arises W'hether tlie improve¬ 
ment had not resulted from die combined w'edge resection 
and prednisone treatment, rither than from prednisone alone 
This question is now' undci investigation 

Amencaiv Joutnal of Gastroenteiology, New York 


Ambutomum Bromide m Ulcer Therap)- -Ambnfuniinn bro 
mide (Aludrox SA) is a new' anticholinergic agent iihich 
contains, in either tablet or liquid form, 2 5 mg of .imbii 
tonium bromide and S mg of butobarbit.iJ combined lutJi 
aluminum hydroxide gel and milk of magnesn Its anti 
cholinergic properties W'ere estimated by determination of 
gastne acidity and by roentgenologic studies of motility 
Ambutomum bromide was administered to 179 patients with 
syanptoms of gastrointestinal diseases, including 111 patients 
w'lth duodenal and 10 with gastne ulcei The werage dos 
age, when given alone, w'as 10 mg 4 times i day, sshen 
combined wath antacids and sedatives die dosage ms re 
duced to half of that amount Complete or partial remission 
of the symptoms w'as obtained m 162 (91%) of the pa 
bents Follow’-up studies of 111 pabents witli duodenal 
ulcer for approximately 2 years showed that 95 felt com¬ 
pletely free of symptoms and were able to carry on their 
usual work without mterniphon The lemainmg 16 patients 
W'ere moderately relieved, witli penods free from pam from 
season to season When symptoms recurred it was usually 
found that the pabent had failed to continue w'lth diet or 
medication, or had returned to excessive use of tobacco or 
alcohol Side-effects (dryness of tlie mouth, moderate visini 
blurnng, slowing of the urinary effort in males, and consfi 
pahon) were usually disbirbmg only in tlie first week after 
insbtubon of the treatment, and m no instance required infer 
rapbon of the treatment 

r 
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Some Reel lit Aspects of Tat Mot ibolisin 

H V Thomas, G K XVhirtoii nnd K L Osiiiou P 673 

"Sources of Massive G istrointcstmal Blccdms in Lncniiec s 

Cirrhosis-H K Getting P 679 

'’Ambutomum Bromide New Anticholinergic Agent m 

Ulcer Therapy —I B Schwartz and others P ’'64 

Importance of Relative Liver Dysfunction to X oscular and 

Blood Diseases—J H Isenstead P 

Bill Acids and Pancreatic Enzyme Substitutes m rimctioml 

Indigestion —J A Rider P '^6'^ 


Massive Gastrointestinal Bleeding in Laennec’s Cinhosis- 
One hundred autopsy records, in which the immediate c uise 
of death was massive gastrointesbnal hemorrhage in patients 
W'lth Laennec’s cirrhosis, were review'ed None of the pa¬ 
tients had been subjected to surgical procedures The cause of 
hemorrhage was esophageal vances in 67 patients, gastritis in 
12, peptic ulcer m 7, gastric vances m 2, hemorrhagic diathesis 
m’ 2 , and unidentified m 9 The data were also analyzed in 
relation to other pliysical findings (hepatomegaly, spleno¬ 
megaly ascites) or combinations of findings, and m relation 
to the’estimated size of die esophageal vances Analysis 
showed that at least in one-third of the patients the ongin 
of Ihc bleeding was other than esophageal vances, altliough 
varitcs xxere present m almost half of such patients The 


"Arterial Cnthctcrizatioii Simple Percutaneous Method 

C T Dotter P 

"Roei tgenologic Diagnosis of Corrected Great Vessels 

Trnnsposition-R G Lester and others P 9®’ 

"Melnibc Fragments m the Cardioviscuhr System 

I Steinheig P ® 

Tiannatc Aneurysm of the Thoracic Aorta 

R S Mnclntyre P 

Survival in Aortic Dissection with Rupture into Pleural Cavitv 

H Adler nnd R C Wilson P 16-" 

Aneuissni of hcmiizvgos Vein L Portal Hypertension 

H E Camphell and R H Banieh P 

"Intravenom. Aottogrvphy Technique nnd Clinical Aspects 
R H Grecnspin and others P 

Semi Femoral Arteriograpliy in Occlusive Disease 

H Hnimovici J H Shapiro and J G Jacobson p lOl- 

Vrscular Pathophysiology of an Irradiated Graft 

P Rubin G Cnsarett and J W Grise P 


litenal Catheterization Simple Percutaneous Method-A 
echnique presented b> tlie French waters Pnoton TOtl isso- 
•lates m 1956, following Seldinger’s lead, w'as used on HO 
lahents The procedure consists of introducing a needle 
nto die femoral artery and passing a spnng guide tliroupl' 
he needle The needle is removed immediately and poly 
■tliylene tubing is slipped into tlie artery When guide an 
ubing reach the desired posibon tlie guide is wathdran^, 
eavmg the tubing m place for injecbon of contrast mcdin 
,r drugs, removal of blood samples, or determ.natran at 
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pressure Ptrcutineous route incl utrwmitic retrognde pis- 
mi.e thrnucli the lortic mKc the 2 rmin clnrictenstie.s 
cf the metliod rmke it ns safe ns cons entionnl nngiocnrdi- 
nsriphs The Inzirds seem to be those of retrognde thoncic 
nortosnphs Of the 110 pntients who underwent this piro- 
cediire 3 or 4 hnd locnl liemntomi nnd 2 lind trniisient 
hcimpleini which occurred 8 hours nfter cntlietenzntion 
\ 2seirold child with tctrnlogs of Elliot died of cnrdinc 
arrest chmnc rccosen from nnesthesii nfter nn lines entful 
procedure and nn elderl) dccompensited ssomin died of 
sentncuhr fibnllation dunng nn nortic injection Tlie tech¬ 
nique presides n direct menns for demonstrnting sesernl 
cflnqemtil liid required c irdinc lesions for obtnining liemo- 
dmimic datn ind for routing selectise drug idministntion 

Roentgenologic Diagnosis of Corrected Grent Vessels Trnns- 
position-In this mnlformntion not onlj the lortn ind the 
piilmonan irters but nlso tlie sentnculir chnmbers nre 
trinsposed so tint tlie blood floss is mnintnined in the ph> sio- 
logieil direction It is more common thnn ss is formerls be¬ 
lies ed and Its detection mns be essential to tlie repair of 
other defects witli ssliicb it is usuills issociited Forts 
pitienLs ssnth i diagnosis of corrected transposition of tlie 
great sessels ssere selected for nnilssis of the roentgeno- 
griphic findings These ssere plain roentgenograms findings 
dunng cnrdiic cithetenzntion nnd findings on nngiocnrdio- 
gnms ■Uthough the findings on plain roentgenograms re¬ 
sulted largelj from issocinted anomalies, certain changes 
were indicntise of grent-sessel transposition for instance, a 
single consent} at the upper left border of tlie cardiac 
silhouette instead of tlie normal double cons exits of the 
lortic arch ind the iindisided piilmonan arterv Signs of 
this nature ssere found in the roentgenograms of 24 patients 
Radiologic findings on cathetenzition ssere obtsined m onls 
13 of 30 patients ssho undenseiit this procedure Angio- 
cirdiogrims were obtained on 32 patients all of them show¬ 
ing signs of the transposition The existence of tlie abnor- 
m lilts mas be suspected on the basis of plain roentgeno¬ 
grams, but tlie diagnosis is established bs ingioc irdiography 
orbs the position of the catheter during cardiac catheter¬ 
ization 


Metallic Fragments in the Cardios ascular S>stem—Sesen 
piticnts ssath metallic bodies m the cirdios asculir ssstem 
"ere studied ingiocardiographicall} Tsso of tlie patients 
had successful remos il of bullets one from the nght s en- 
tncle and the otlier from the right itnal appendage Three 
pibents ssere assmptomahe and one became assmptomatic 
after being reassured tint metallic fragments located m his 
nght atml appendage and left atnum ssere not impairing 
lus health The 7th patient ssho hid suffered nght hemi¬ 
plegia and inters entncular block soon after tlie injury and 
jn w horn a bullet ss as shossoi m the left s entncle could not 
operated on because of recurrent cerebrosascular seizures 
In _ patients the metallic foreign bodies sshich could not 
palpated at thoracotonis ssere located bs subsequent 
nnr.incardiognphic studs It is emphasized that ids ances in 
westhesn transfusion antibiotics and surgical tecliniques 
ase made the nsks of angiocardiographs slight, and that 
^^'5 procedure has become a siluible iid for locilizahon 
bitncirdnc foreign bodies and for obtaining indication 
acmosal Nonoperatise management of cardiac ssounds 
recommended sshen ingiocardiogripbs demonstrates tbit 
nrcign bodies ire embedded m innocuous parts of the 
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<rn if emergencs tboncotoms is required, pericardio¬ 


centesis transfusion nnd the idmimstribon of sosoconstne- 
tis e drugs ore the best prep iraton treatment 


Intrasenous 4ortographs —The intrasenoiis lortogripbs 
technique des eloped bs the authors consists in inserting a 
pol}eth)lene catheter into tlie median antecubital sem 
idsancmg it 3 or 4 inches up the arm Fifts microcunes of 
I'^'-labeled sodium dntnzoate (Renografin), 2 cc of 76% 
stable sodium dntnzoate and 60 to 73 cc of saline solution 
are injected rapidls into the catlieter Circulation time from 
the arm sein to tlie abdominal aorta is determined bs im 
pulses from a scintillation counter to in Esterbne ■kngus 
recorder through a rate meter The main contrast matenal 
(63 to 100 cc ) IS then injected into the catlieter is rapidls 
as possible After m inters al equal to the predetermmed 
circul ition time roentgenograms of the abdomen are exposed 
Forts-SIS tlioracic and 138 abdominal aortographies ssere 
performed bs this technique Information of diagnostic 
s able (on aortic aneurs sms occlusions, renal lesions and 
postoperatise grifts) was obtained in more tlian 90% of 
tlie patients Compbcations ssere transient nausea in 2 pa¬ 
tients, headache in 2, and phlebitis in 3 (in tlie arm, sshere 
the catheter bad been left osemight) No subsequent cases 
of phlebitis occurred after the practice of remosang the 
catheter on completion of the exammabon xsas adopted 
Inbax enous aortographx is considered a simple and safe ss is 
of sisuabzing the aorta and its major branch 
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^Postopentne Dnphnunatic Hernn 
J H Johnston Jr and G E Tueit® 

*Va^;otom^ and Drainage Prccedurt far Duodenal Ulcer 
L W Eduards and others 
^Surgical Treatment of Renal H\pertension 
G C Mom* Tr and othtr^ 

Late Beha\aor of Artenal Crifts 

H W Scott C A Ekimn and J H Foster 
®E\cision of Aneurs m cf Ascending Aorta 
H T Bahnson and F C Spenctr 
Total Gastrectonn in an Infant 
E S St-ffird and others 
Enclom tnosLS cf Colon Smulntinc: Cuemonn 
A E Hauck 

Carcinoma in-Situ ind t of Cervix 

M L Bames and J J Lee 

Postoperabse Diapbragmahe Hernia-The authors empha¬ 
size tlie dinger of dehiscence of in incision m the dia¬ 
phragm Tbes report 4 cases of such dehiscence ssath Iier- 
niabon of the stomach into the left chest in 3 men and 1 
woman 35 to 61 sears of ige ssho had been subjected to 
transthoracic repair for esophageal hiatus hernia These 
cases illustrate the saned ssouptomitologs m postoperabse 
diaphragmabc herons Mebculous closure of tlie diaphramn 
preferabls bs oserlap or imbncation and prolonged nno- 
gastne decompression are urged to minimize this not in 
frequent and potenbolls fatal compheabon The 4 patients 
m whom this technique of closure of the aperture m the 
diaphragm was used made m unesentful rccosers 
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sagotom> antt Urainage Frocedure for Duodenal Ulcer- 
The authors report on 124 male and 19 female pabents 13 
to 87 'ears of age ssatl, duodenal ulcer who ssere operatc-d 
on at the Edssards Ese Clime the Vanderbilt Unisersits 
Ho^itil, and tlie Timer Veterans Vdministrabon Hospital 
m Noslmlle Tenn behseen 1944 and 1958 V agotoms and 
a drainage procedure were elected os the operahse proce¬ 
dures in this senes of pabents of the 143 pabents m 
underssent s agotoms -uid gostroenterostoms and 16 unde"r 
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u'cnt vigolomy and pyloioplasty Tliere were 4 deaths or an 
operahye mo;tahty of 2 8% The recurrence rate of mar¬ 
ginal ulcei among the 143 patients was 13 3% The authors 
bchcvc tint vagotomy and a drainage procedure form a 
compromise opeiation and should not be used as definite 
treatment in the ‘good nsk” pabent widi duodenal ulcer 
The combination of vagotomy and antrectomy is tlieir opera¬ 
tion of choice foi the surgical treatment of duodenal ulcer 
Because of the low' operative mortality, however, vagotomy 
and a drainage operation should be used in place of a gastnc 
resection in certain patients w'ho include the genatnc 
patients, the poorly nourished, chronically undeiaveight pa¬ 
tients (especially w'omen), and tlie patients who present 
technical problems W’hich are too dangerous for resection 

Surgical Ticatment of Renal Hypertension—Renovascular 
hs'iiertension resulting from partial occlusion of one or both 
renal arteries appears to be more common tlian previousl)' 
considered The diagnosis of this form of hypertension is 
made through aortography with high quality delineation of 
the renal arteries The authors report on 32 patients, 35 to 
60 sears of igc, W’lth hypertension on whom reconstructive 
procedures of the renal artery were performed at the Baylor 
Unis'ersity College of Medicine Associated Hospitals, Hous¬ 
ton, Texas Fourteen of the 32 patients had bilateral stenosis 
of tbe renal artenes Associated aorto-ihac arteriosclerotic 
lesions, for tlic most pait occlusive in nature, were con¬ 
comitantly corrected m 23 pitients Renal revascularization 
w'as accomplished with the aid of the bypass graft principle 
m 34 renal arteries and by patch graft reconstruction m 6 
Multiple aneurysms of one renal arterj' required resechon 
and graft replacement, and in one patient an endarterectomy 
through the aorta was performed The results have been 
most gratifying w'lth significant reduction in blood pressure 
in all 32 patients The blood pressure w'as restored promptly, 
and apparentlj' peimanently, to normal m 24 patients 
(75%) Because of the relatively high rate of blood flow' 
through these reconstructed renal artenes and because these 
grafts are not subjected to mechanical stresses such as 
bending, excellent long-term results may be anticipated 
Renal conservation thiough direct suigical levascularization 
watli restoration of noimal renal hemodynamics is the treat¬ 
ment of choice for hypeitension produced by stenotic lesions 
of the renal aiteiy 


Excision of Aneuiysm of Ascending Aoita—The authors re¬ 
port on 3 men and 1 w oman, 23 to 38 years of age, wath 
aneurysm of the ascending aoita w'ho w'eie operated on at 
the Johns Hopkins Hospital, Baltimore Clinical observations 
in these and m 4 additional male patients reported on 
previously by one of the authors, revealed precoidial and 
substcmal pain to be a prominent feature The aortic valve 
wis incompetent or stenotic m all the patients The ascend¬ 
ing aorta was successfully excised w'lth the aid of cannula- 
tion and cardiopulmonary bypass, and replaced w'lth pros¬ 
thetic material The only operative death in tlae 8 patients 
occurred in one with severe cardi ic failure of long duration 
One patient died of pulmonary embolus 2 weeks after the 
operation Two patients who were improved after the 
operation, died 5 and 4 months later, one of myocardial 
infarction and the other suddenly but without autopsy 
confirmation of the cause of deatli The results 
the 4 surviving patients are good, and one of them has 
uijoycd continued good health for 3 years after the opera¬ 
tion Aneurysms due to cystic medial necrosis occur selec¬ 
ts cly in the ascending aorta and predominantly m young 
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' " - oiien ire associnf^r? 

with aortc insiiflBciency, congenital aortic stenosis, or both 
and such aneurysms can be treated surgically Operation is 
indicated m most cases to remove the threat of enlargme 
aneurysm and to treat die aortic insufficiency which is 
frequendy present 
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Artcrni ucciusive Uisease in the Extremities CIinicTl Aspects 
and Treatment-G Meyer-Burgdorff 
Hemangiopericytoma 
H Hess and R Daum 

CInnges m Therapy of FmcreatiUs Prophyhxis of Pantreililis 
and Pancreatic Necrosis-E Asang 
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Arterial Occlusive Disease in the Extremities-Clinical 
studies on 380 patients with vascular obliteration in 486 
extremities, show'ed that lumbar or thoracic sympathectom) 
IS not always successful While necrohe lesions heal after 
sympathectomy m about half of the patients, as many 
patients widr necrosis require amputation Dunng inter¬ 
mittent claudication, sympadiectomy aims to prevent ne 
crosis, but about 6% of these patients require amputation 
for pnmary necrosis and late amputation becomes necessary 
m anodier 6% In patients w'lth endangiitis obliterans pn 
mary amputation is rare, but late amputation is necessary in 
about 18% Sympathectomy exerts slight influence on tlie 
function of die musculature Residual intermittent claudica 
tion results in about hvo-dnrds of the patients A method 
W'as developed w'hich reveals the oxygen supply in the tissues 
by giving information about the capillary circulation In tlie 
first stage of peripheral arteriosclerosis, sympathectomy is 
follow'ed by a noticeable increase m die second stage, how 
ever, by a slight decrease m die partial oxygen pressure 
Artenograms reveal that these differences may be due to loca 
tion of a closure, niultiphcity of obliterations, development of 
collateral circuhtion, ind/or arteiiovenous aneurysms If 
hydiostatic pressure declines below the cntical limit, penph 
ei il circulation becomes decompensated In patients in whom 
this limit cm be maintained during rest, but in whom die 
collaterals cannot be extended, sympathectomy with its 
reduction in vasoconstnction may result in decompensation 
of the penpheral circulation If, how'ever, the collaterai cir- 
culition produces die necessary internal pressure, this 
peripheral decompensation w'lll not result Restorative vas 
cular suigery complements sympathectomy rather than com 
petes W'lth it 
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Herpes of the Ne\\bom ^05 

M Lamy and others ^ 

«Virus of Cytomegalic Inclusion Disease .7 

F L Lelong L T Vinh ind others P 

Complex Congenital CnrcIiopath> 

P Monet and R Verne% n 1 

Canhac Localisation Dunns Subacute Edcuiitoiis Sclcrodinn 
P C Lelong and others ’ 


of Cytomegalic Inclusion Disease -Two cases of neo- 
icterohemorrhagic cytomegahe inclusion disease are 
ted In both eases die virus was isolated and culturca 
tro, m both cases modier and infant were of the same 
I type widi negative Coombs test, and the diagno .s 
LShed by the finding of giant cells with cytomegalic 
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inclusions in the iirmto sediment One infint died on the 
36tii <!i) of life the nitopss findings confirmed the presence 
nf chinclcristic gnnt cells with cytomegdic inclusions in 
seicril oroins The other iiifmt simived md it 2 years of 
me when this report was written, w is normal and w'ell 
The first infant was treated with an injection of 1 cc of 
"immi globulin cortisone penicillin md streptomycin, 
eisinguinotrinsfiision was performed, and was repeated on 
(he 6th day Although the jaundice regressed and other 
mnptoms disappeired the infiiit died of a persistent diar- 
rhei ciiised b\ cah bacillus 111 Bi The second infant was 
trcited with essanguinotrinsfusion performed on the 2nd 
md the 5th da\s of life Taundice disappeared on the 20th 
di} the h\cr and spleen gradually become normal between 
the 6th and the 12th months Inclusion cells were found 
until the 138th di\ of life The \irus which is of in estreme 
''■inht} was cultured on fibroblasts of human origin with 
the incubation time i aning hetw een 3 and 5 days The vinis 
was isolated from unne ind silna m the 2 patients reported 
and also in one patient fri m licnmal secretion 
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Mjcotic Aneurysm—The lutlior presents histones of 4 pa¬ 
tients with mycotic aneury'sm The patients were obsened 
at the Surgical Clinic of the University of Utrecht during 
the last 4 yeirs when a total of 14 patients with aneurysm 
"as admitted The my'cotic aneurysm affected the common 
femoral artery close to the ongm of its profunda branch m 
all 4 patients Mycotic aneurysms tend to increase m size 
ind eientually to perforate, and this makes operative treat¬ 
ment essential Until recently tins therapy w as usually asso- 
tnted wath an exacerbation of tlie infection which often 
prosed fatal The introduction of chemotherapeutic agents 
and antibiotics has brought about i favorable change The 
prognosis however even after a successful operation is often 
poor because of the primary effects of the causal agent on 
other stnictures and m particular on the heart In 3 of the 
4 patients presented the continuity of the vessels was suc¬ 
cessfully restored by means of a formalm-fixed arterial graft, 
in the 4th a \enous autogrift was employed but w'lth less 
Mtisfictorv results, but in general results were good in the 
patients who survised the operation One of the 3 died 
0 heart failure 18 months after tlae operation the other 2 
patients are alise and well The incidence of mycotic aneii- 
9'sm seems to be increasing This is explained by tlie fact 
'at because of modem chemotlierapeubc drugs and anti- 
° ICS, many more p itients sun is e ses ere bactenal mfec- 
lions to face late complications 


Formation in Man —A 1-day old girl w is referred to 
c author for rcmosal of a neoplasm near the anus which 
measured 2 5 by 15 cm, wns cosered by skin, and was 
" atiseh mobile It was beliesed to be a lipoma On extirpa¬ 


tion, x'essels svere found to extend through the center of the 
pedicle Microscopic examination revealed tliat the tumor 
ssas lined ssitli epithelium sshich constituted the nomial 
skin appendages This covered a stnp of loosely meshed 
coriiim tissue, belosv sshich adipose tissue svas found The 
central strand contained cross-stnated muscle and connectis'e 
tissues With regard to localization and structure this tumor 
corresponded ssith human tail formation as described in 
the literature 
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Anastomosis—P Hilleimnd nnd ethers p 489 

Fiulociinolcgic Aml>sjs m 59 Cases of Gastric Ptosis 

J WutcrmidJ P Weill p 501 

®T<ital Castrect^'inv m Gastrir Cancer Statistical Study 

\ Vfoutliet tnd others p 518 

Sp( nt xneous Internal Biharv Fistulas 

O F Longo p 551 


Total Gastiectomy in Gastrie Cancel —Of 324 patients xsatli 
tancer of the stomach 77 amderssent exploratory laparotoms 
19 had prillatixe operabons, 68 had subtotal and 140 had 
total gastrectomy Castnc resection svas considered a neces 
sity for 117 pibents (56% of tlie gastrectomized group) 
md w IS performed as a matter of pnnciple in 22 The 
surgical approach was left thoracoabdominal m 75 patients 
abdominal in 63 left thoracic m 1 and m 1 it svis first 
thoracic and then abdominal Middle incision ssith resection 
of the xiplioid appendix w as the preferred approach for all 
tumors which ssere not definitely located on the cardia and 
tiierefore had not ms olved the abdominal esophagus Except 
for the first 10 patients the continuity of the digesbse tr-ict 
ss IS rc establislied by termino-hteral anastomosis of the 
esophagus with a jejunal loop in x-form as m tlie Roux 
technique The siirxival rate (5 years) was 17% in the 
total gistiectomv group and 35% in the subtotal gastrec¬ 
tomy gioiip It IS concluded that in principle subtotal 
gastrectomy should have preference over total gastrectomy 
because of i loss er mortality and superior late results Total 
gastrectomy is mandatory sshen tlie himor is on the cardia 
and/or sshen it reaches too high m the verheal portion of 
the stomach to permit a reseebon at a distance of at least 
4 fingers from the tumor limit In addibon subtotal resec¬ 
tion gises the patient a higher degree of digestive comfort 
thin that obtained by total reseebon The authors has'e 
discarded total gastrectomy as a matter of pnnciple csen 
for young and strong patients 
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Blood Group Antigens and Minor Cell Ponulatinnc 
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Busulfan Therapx in Myeloid Metaplasia-Busulfan (Mxle 
ran) IS a radiomimebc agent which appears to inhibit 
cellular metabolism through its ability to alk-ylate nuclco 
proteins Cells undergoing disasion seem parbcularls suscep 
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tihk to Its Ktion This i5aper clescnbes tlie results of 
busulfan tiierapy in 7 patients witli myeloid metaplasia of 
the spleen and liver, who were observed for up to 8 years 
who ranged in age from 42 to 73 years, and 5 of whom’ 
uerc ssomen Five of the 7 patients had had polycythemia 
\ora in the past, progressive splenomegaly and changes m tlie 
peripheral blood smear consistent \ntli myeloid metaplasia 
basing developed in the couise of time These patients have 
post-polvc)'themic myeloid metaplasia The other 2 patients, 
\\ Iio had consistently hypocellular bone marrow, as deter¬ 
mined b\ aspirated specimens, splenomegaly and leuko- 
cr>4hioblastic changes in the peripheral blood, have myeloid 
met iplasi i with “primarj'” osteomyelosclerosis of myelo¬ 
fibrosis Ticatment with busulfan was instituted when the 
patients showed svmptoms related to progressive or massive 
splenomegih, or signs of hypermetabolism suth as heat 
intolerance, easy fatigability, and weight loss, despite an 
iclcquite or increased appetite Busulfan w'as given in daily 
imoiints of up to 8 mg either in a single dose, 31 hour before 
breakfast, or in divided doses Treatment waas continued for 
from 30 to 111 days The totil dose per course of treatment 
ringed from 212 to 290 mg One pitient received a 2nd 
course of treatment The results w'ere fair in 3 and good in 
5 of the courses Reduction in spleen size and improvement 
111 simptoms occurred in all of the patients Doses of 
busulfan should be lower in patients with m 3 'eloid meta¬ 
plasia than the doses customarily used in the treatment of 
patients with chronic myelocytic leukemia 
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Endomyocaidial Fibrosis m Africans —The authors report 4 
cases of endomyocardial fibiosis, 3 of which occurred m 
Kenya Afneans (2 men and a 15-year-old girl) and 1 m an 
African man fiom Tanganyika The widespread occurrence 
of endomyocardial fibrosis throughout much of tlie world is 
emphasized Its geographical incidence vanes considerably 
In Kenya, despite vigorous seaich, the disease was found to 
be rare The differential diagnosis from tuberculous peri¬ 
carditis may be difficult 

Congenital Bicuspid Aortic Valve -The authors report clin¬ 
ical, roentgenogiaphic, electrocaraiographic ancl hemodj'- 
namic data of 3 male and 3 female pabents, 6 to 27 years 
of age, with proved congenital bicuspid aorbe valves, wdio 
w ere operated on at the Bailey Thoracic Clinic, Philadelphia 
In 5 of the 6 pabents the malformabon of tlie valve was 
associated witli vaiying degrees of commissural fusion An 
isolated bicuspid aortic valve is a benign enbty if its function 
IS not compiomised by commissural fusion or patliological 
changes wdiich limit valvular p itency or mobihty A bicuspid 


THE literature 
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valve does not open ideally, yet tins does not seem to nro 
duce elevation of systolic ejeebon pressure in the left fen 
tncle, development of systohe ejeebon pressure gradient 
across tlie aortic valve, or increase in left ventnciilar work 
It may, how^ever, be responsible for creabon of sufficient 
turbulence in the ascending aorta to give nse to a mug], 
systolic murmur and dilatation of tins vessel as shown hv 
chest roentgenogram The 2nd aorbe sound is usually of 
normal intensity Left ventricular hypertrophy does not ap 
pear on roentgenographic or electrocardiograpluc examina¬ 
tion In conbast, the addibon of commissural fusion and 
mtnnsic pathological changes widnn tlie leaflets leads to 
many clinical and hemodjaiamic alterations A wide range of 
intermediate stages is possible bebveen an isolated congenital 
bicuspid and a funnel-shaped, monociispid aorbe valve As 
tlie bicuspid aorbe valve becomes narrowed by congenital 
or acquired changes, a systolic ejeebon pressure gradient 
across the valve appears, and increased left venhacular work 
IS reflected bv occurrence of left ventnciilar hvpertiopli) on 
chest roentgenogiam and electrocardiogram These objective 
changes precede onset of symptoms 


Idiopathic Hyperkinetic State —The authors report on a 
group of 8 men, 17 to 48 years of age, wdio had m common 
a systolic murmur, cardiac hypertrophy, a raised cardiac out¬ 
put, and low penplieral resistance, and ivho were studied at 
tlie Peter Bent Brigham Hospital, Boston In one of these, 
a 48-year-old man, wdio continued to have progressive pul¬ 
monary congestion, chronic nght lieart failure ultimately 
developed, he died of mitral stenosis of mild degree but 
severely intensified by high cardiac output A 27-year-oId 
man w'as in early left heart failure The authors belies e that 
these patients compiise a hitherto undesenbed form of heart 
disease, possibly related to chrome elevabon of the cardne 
output Since die wanting of diis paper 3 additional patients 
w'lth tins syndrome, I w'omnn and 2 men, 18 to 20 years of 
age, have been idenbfied No kaiowai cause of the high out¬ 
put state has been defined thus far 


Effects of Resection in Coaictahon of the Aoita—The aii 
thors report on 41 male and 17 female patients, ranging in 
age from 3 months to 54 vears, widi coarctation of the aorti 
w'ho underwent resection of the stenotic arei follow’ed by 
end-to-end anastomosis of the aorta at Stanford University 
Hospitals, San Francisco The blood pressure responses of 
die 58 pabents to dns operabon w'ere studied from the im 
mediate postoperabve penod to the bme of discharge from 
die hospital Thirty-nine of the pabents w'ere seen at long 
term follow'-up from 1 to 9 years after the operabon The 
reduction in blood pressure after the operation was slow On 
discharge from the hospital, in only 19 pabents (33%) bad 
die blood pressure reached a normal level The phenomenon 
of paradoxical rises in the immediate postoperative penod 
W'as observed in 8 pabents (14%), it is desenbed as a 
contnbutory factor to the pattern of blood pressure response, 
and its significance and possible causabon are discussed 
Further blood pressure reduchons were noted after the 
patients discharge from hospital, in 39 patients followci 
over the long-term interval hypertension was uncommon i 
those w'ldi aorbe regurgitation or possible residual coarcti 
bon W'ere excluded The meclianism of hypertension resulting 
from coarctabon of the aorta is discussed, and it is sug 
gested that the observed behavior of the hypertension can 
he explained by tlie hemodynamic factors caused by t lo 
coarctabon itself, xsathout invokang renal ischemia or 
creases in penplieral vascular resistance, or hot i 
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Some Effects of Sonp on Skin 

F R Bettle> P 1675 

Nen Slick Test for PAS in Unne 

C R W iV Lnntz and R Austin p 1679 

•Persistence of Polioni\elitis Antibody After Booster Dose 
E J C Kendall and otlicis p 1689 

Persistence of Antibnds in Children After 3rd and 4th Doses 
J S Lnjnn A M Field and others p 1692 

•Nucleus in Buccal Mucosa Cells in Pernicious Anemia 
P C Fnrrant p 1694 

•Is There a Stem Lcscnthal Syndrome? 

D T Rol' ts a^'d M Haines p 1709 


Persistenc-e of Polonjelitis Aiifibocl> —The uithors have 
pretiouslt reported on nentralizinc ontihody responses oh- 
tlined in sclioo' hots ind medical personnel after immuniza¬ 
tion uith inutu ited poliomjclitis vaccine The subjects, 
none of whom had detectihle intibodies to an> of the 3 
tvpes of poliovirus before immunization were given 2 in¬ 
jections of V tccinc 4 vv cchs ipart and a 3rd injection 6 to 
12 months later as a booster senim samples were taken 2 
iiceks after the 3rd dose Further tests base now been made 
with the same group to deteimine the persistence of the 
intibod) after penods of up to 2 years The tests on the 54 
adolescent and adult saihjects showed that neutralizing anti¬ 
bodies to tvpes 2 ind 3 persisted at a much higher level 
than the antibody to type 1 when tests were made 18 to 24 
months after a 3rd dose of poliomyelitis vaccine The per¬ 
sistence of the antibody after tire 3rd dose vv as show n to be 
dependent on whether the antibody induced by the 2 pn- 
imiy doses of v iceme u is present at the time the 3rd dose 
was given In commenting on these findings the authors feel 
tint it must be assumed that killed poliomyelitis vaccine 
protects onlv as long is the antibody remains m the circula¬ 
tion The protection afforded by the best commercial vac¬ 
cines for a 5 year penod can be estimated after 3 doses 
and after a 4th given within 2 years of the 3rd Protection 
would probihly be increased from 84 to 95% if 4 doses 
instead of 3 were given 


Nucleus in Buccal Mucosa Cells in Peinicious Anemia — 
Evidence of the evistence of ibnormilly large nuclei in oral 
squamous mucosa during pernicious memia Ins been pre¬ 
sented prevaously In this paper the autlior is concerned 
chiefly vnth studies on 25 pernicious anemn patients in 
whom the cells of the oral mucosa were studied both before 
and after treatment Films of oral mucosa were obtained 
>y scraping the inside of the cheek vv ith a microscope slide 
After drying fiving and staining an image of the buccal 
squamous cells and their nuclei vv as projected by means of 
a microscope and a source of light on to a ground-glass 
screen arranged so as to give a magnification of 1 000 
casurements were made only m the center of tins optical 
S'stem in order to minimize tlie effects of spbencal aber- 
ivtion It ssnj difficult to measure tlie size of the squamous 
fftfinselv es because of their irregular outline but the 
Ik nuclei hue a relatively uniform ov il shipe and accord- 
'WS V 100 nuclei in each preparation were measured m both 
cir long nnd short axes N^anabihtv of nuclear size in 
inecal epithelium has been found to be increased and tins 
kast as characteristic a change as that of greater mean 
Treatment of the pernicious anemia caused fliese ab- 
'^j™^6ties to regress The change to normal size and shape 
n nuclei vv as observ ed to occupy only a few dav s once 
ntatment vv as started The autlior comments on the possible 
'ffni cance of these changes 


Is There a Stein-Leventhal Syndrome’—The authors point 
out that Stem and Leventhal recently reiterated their con- 
cepbon of what has become knowm as the Stem-Leventhal 
syndrome Stein defines it as stenlity' accompanied by' sec¬ 
ondary amenorrhea, hirsuties in 50-75%, and consistently 
enlarged symmetrical ovanes with a defimte pathological 
pattern Leventhal in describing the changes in the ovaries 
states that the binica is thick, tough, and pearly white 
There are multiple small cysts The follicles may or may not 
hive layers of granulosa cells The most consistent finding is 
hy'perjjlasir of the theca interna with frequent lutemizabon 
When secretary endometrium is found there is again no 
evidence of corjiora lutea, hut marked lutemizabon of the 
theca The authors show that their findings at tlie Chelsea 
Hosjaital for Women—London, have been quite different 
Histologicil studies were made of the follicle linings in 
ovarian tissue from 3 groups of 7 pabents each Those m 
group 1 had typical histological changes plus the clinical 
syndrome of mferbhty', irregular penods, and hirsubsm 
Those of group 2 had the histological changes plus the clin¬ 
ical svmdrome, md corpus Interim Those of group 3 who 
served is controls had conditions indicating operation There 
was no typical histological pattern of tlie ovanes which dis 
bnguished either of the 2 groups from the conbols The 
authors conclude that the Stein Leventhal syndrome is not 
a well defined entity The histological findings m tlie ovanes 
are present in the absence of symptoms, and tlie only defi¬ 
nite part of the syndrome occurs also m controls They refer 
to the condihon as multiple small follicular cysts of the 
ov rry 
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Renal Ischemic Tubular Atrophy in Hypertension —This 
study deals with 71 cases of hypertension m which autopsy 
was performed md with 8 pabents in whom unilateral 
nephrectomy was earned out for relief of hypertension 
Microscopic sections of the kidneys of all pibents were re¬ 
viewed as unknowms md the following histological dita 
recorded degree of ischemic tubular itrophy and degree 
of thickening or sclerosis of interlobar arcuate, interlobular 
and afferent vessels Lesions other than artenosclerosis w ert 
also recorded Ischemic tubular atrophy is characterized by 
1 large number of normal glomeruli separated by shrunken 
but viable tubules lined with small cuboidil epithelial cells 
often with clear cytoplasm Occlusive vascular lesions of tlie 
vinous mtrarenal vessels were also graded as to seventv 
Lesions of ischemic tubular atrophy were found m 51 of tlic 
79 cases A close correlation vv is found between tlie degree 
of ischemic tubulir atrophv and the amount of renal v ascular 
sclerosis the seventv of hypertension, the degree of reti- 
nopithy and tlie decrease m rend function and reduebon m 
die weight of kidneys The authors feel diat these lindinus 
indicate that ischemic pirenchvmd atrophy such as is de- 
senbed here is frequentlv associated with artenal hvper- 
tension When hypertension was renal m ongin ischcmic 
bihuhr itrophv vvis present to i significant dc-rec m ill 
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cases wlK.eas in only .ibout one third of the patienh vwdi 
essential hypertension were tliere widespread lesions Pyelo- 

ischemic tubular atrophy m 
- /o ot the patients It seems notewortliy that of 18 pa¬ 
rents nith malignant hypertension 14 had patliological 
hnelmgs of pyelonephnhs No evidence was obtained that 
ischcmic tubular atrophy lias a patliogenetic role in hyper¬ 
tension The significance of its frequent occurrence in 
patients with hypertension remains to be evaluated 

Aplastic Anemia -Aplastic anemia is also knorni as pan- 
mvelopenn, marrow insufficiency or idiopathic hypoplastic 
anemia The authors review tlie records of 29 patients with 
aplastic anemia who were admitted to the Vancouver Gen¬ 
eral Hospital between 1950 and 1958 The diagnosis of the 
disease is based on the following entena (1) a decrease m 
the numbers of circulating blood cells, involving tlie red, 
white, and platelet senes or any 2 of tliese, (2) decreased 
marrow cellulanty, (3) absence of evidence of other pn- 
mary hematological disorders, such as leukemia or lymphoma 
In tlie 22 patients who had tlie acute form, the course was 
progressively downhill and tlie patients died in less tlian 7 
montlis In the other 7 patents the course was chronic and 
fluctuating, ranging from 21 to 72 montlis, and 4 of tliese 
patients are still alive The ages ranged from 2% to 78 
vears and about twace as many females as males were af¬ 
fected The prcsenhng complaints can be divided according 
to whether they are related to a decreased number of circu- 
lahng platelets, leukocytes, or er)'tlirocytes, i e, whetlier 
tliey are due to hemorrhage, infection, or anemia Of die 
acute group, 18 patients presented themselves with com¬ 
plaints of licmonhage, 9, with symptoms referable to anemia, 
and 5, with symptoms referable to infection This total 
exceeds 22 cases, as some patients had complaints of more 
kthan one type The majority of patients had purpura and 
'bruising when first seen Unfavorable features were appear¬ 
ance during childhood, falling reticulocyte, count, microcyto¬ 
sis, a persistently low granulocyte count, a nsing lymphocyte 
count and reduction or lack of megakaryocytes The only 
generally effective tlierapeutic measure waas blood transfusion 
It IS suggested tliat testosterone combined witli corticosteroids 
and transfusion may prove to be an important therapeutic 
advance 
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Sulfonamide Therapy m Memngococcic Meningitis-The 
pediatric service of the Shanghai Hospital for Infectious 
Diseases treated 1,363 children with memngococcic meningi¬ 
tis dunng the 1957 epidemic Cerebrospinal fluid and 
blood cultures as xvell as direct exammabon of cerebrospinal 
fluid revealed the presence of meningococcus m 1,155 
patients Treatment was msbtuted in 4 ways Group 1 (922 
pabents) was treated xvith sulfadiazine m an mibal dose 
of 50 to 100 mg per blogram of body xveiglit, administered 


either intravenously or intramuscularly The daily mamte- 
nance dosage was 150 to 200 mg per kilogram' disld 
into 4 equal parts The corrected mortality in tins groun 
was 0 44% The treatment produced rapid results, ifwx'J 
conbnued for 2 days in 287 pabents, 3 days m 350, and 
4 or more days in the remaining 285 Group 2 (98 patients) 
received sulfathiazole in the same tlierapeuhc pattern is in 
group 1 Of tlie 9 fatal cases in tins group 7 pabents died 
soon after admission Group 3 (32 patients) ivas treated 
witli chloramphenicol (Syntliomycin), 1 patient died Group 
4 compnsed 311 pabents wffio either had been treated \ntli 
penicillin before entering the hospital, or who had compli 
eating pneumonia, arthnbs, or some other complication 
requinng steroids These patients received penicillin intra¬ 
muscularly or intravenously, associated wath sulfadiazine 
Of tlie 64 fatalibes in tins group, 45 pabents were in senous 
condition upon arrival and died xvitlun the first 24 hours 
after admission It is concluded tliat sulfonamides arc the 
drugs of choice for treabng memngococcic meningibs, 
pemcilhn is a valuable therapeubc aid in pabents with com¬ 
plicating pneumonia or arthnbs 
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Taussig-Bing Heart —The Taussig-Bing transposition bears 
the name of the autliors W'ho described for the first time 
the clinical, physiological, and anatomic findings It has been 
recognized that the malformabon is not so distinct physio 
logically as it is anatomically, and that a transposition witli 
the same physiological pattern but different anatomy has 
been observed Several case reports have appeared in the 
hterature m w'hich no clear differenbabon xvas made in re 
gard to the 2nd type of transposibon watli overndmg pnlmo 
nary artery In tlie latter instance tliere is a complete trans¬ 
position of botli great vessels with a postenorly placed 
overndmg pulmonary irtery in contrast to tlie onginal 
Taussig-Bing heart m which the 2 vessels are side b) side, 
with tlie pulmonary artery in its normal pi ice Since the 
onginal publicabon of the Taiissig-Bing case in 1949, 8 
female and 6 male pabents, 4)3 months to 27 years of age, 
w'ere seen m the Harnet Lane Home Cardiac Clinic, Johns 
Hopkins Hospital, Balbmore, m whom the diagnosis ot 
definite Taussig-Bing transpositions was established eiU.cr 
by catlietenzabon, angiocarffiography, or autopsy In o le 
patients, 2 boys and 2 girls, between the ages of 3 mon > 
and 6 years, the diagnosis of a transposition wath a po 
overndmg pulmonary artery was made Cn cna or 
differential diagnosis of these 2 lesions are pointed out TM 
differentiation of diese 2 transposibons is of particular im 
portance for possible surgical conection 
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S)slcmic Scleroderma —The autliors report on 72 men and 
199 women with generalized scleroderma whose aaerage age 
was 42 9 >eirs at the time tlie diagnosis was established 
at the Mavo Clime between 1945 and 1952 Follow-up in- 
forniahon on 236 of the 271 patients a\as obtained 5 to 13 
years after diagnosis One hundred fifteen (48 7%) of these 
patents were dead and 121 (51 3% ) were ha mg The case 
records were studied in an effort to determine w'hat factors 
in tlie clinical course had a beanng on yirognosis Factors 
such as sex mode of onset, Raynaud s phenomenon, invoK e- 
ment of lungs and periodontal membrane calcinosis cutis 
and trophic changes seemed to bear little relation to the 
ultimate prognosis Cardiac or renal insolvement significant 
increase of the erythrocyte sedimentation rate and anemia 
were considered poor prognostic signs The prognosis for 
patients with systemic scleroderma was found to be worse 
than presanus reports had inchoated This studv yielded no 
basis for the suhdisision of systemic scleroderma into aero- 
sclerosis and generalized progressis e scleroderm a 


Stenosis of the Right Mam Pulmonary Artery —The authors 
report on 6 girls and 4 boys, ranging in age from 4 months 
to 13 years watla isolated stenosis of the nght mam pulmo¬ 
nary artery who were admitted to the pediatric cardio physi¬ 
ology department of Cook County Children s Hospital Chi¬ 
cago The diagnosis was confirmed by cardiac catheteriza¬ 
tion and dextro angiocardiographic studies in all 10 p atients 
Seaen of these had associated cardiac anomalies as follows 
1 had pulmonary vahaalar stenosis, 1 had pulmonary' x'alvu- 
lar stenosis and patent ductus arteriosus, 2 had patent duc¬ 
tus arteriosus only 2 had xentncular septal defect, and 1 
had tetralogy of Fallot Although catheterization ind angio 
c ardiography of the nght side of the heart are usually neces¬ 
sary to reveal this malformation a know ledge of the existence 
of this anomaly, correlated w ith auscultatory and roentgeno 
logic findings, may often lead to a correct clinical diagnosis 
Tile authors state in an addendum that such a diagnosis w as 
made wath the aid of these findings m 3 additional patients 
m whom it was confirmed by subseriucnt angiocardiography 
md cardi ac c athetenz ition 

Diseases of Chest, Chicago 

37 597 722 (June) 1900 Pirtial Index 


^t'tral Stenosis Proyess Toward Tins Goal 
” Biilcj J Zimmerman and W Liko/T P 6G1 

An{nir>sm of Asccndin„ Aorta with Obstmclion of Vena Cava 
HE Spieckcrman and D C McGoon P 675 

' **^^0*^^ Hronchnl Blood Flow by Measurements of Left 
*nQ Right Outputs—T Nakamura and others p G80 


Aneurysm of Ascending Aorta —A 62-year-old man w as hos¬ 
pitalized because of pain m the nght side of tlie thorxx and 
swelhng of the face and neck A painful nght shoulder had 
>een diagnosed and treated as a penarthntis When a roent- 
Senogram of tlie thorxx rexealed a mass, he was referred 
"itli a presumphae diagnosis of a neoplasm Further roent- 
t-cnognphic examinations revealed a globular antenor medi- 
ptinal mass, md a separate mass situated more postenorly 
' ®Pcration, carried out with the aid of extracorporeal 
‘•'rculation, a large fusiform aneurysm invobmg the entire 
Ticcnding aorta was excised A woxen (teflon) aortic pros- 
■csis Was inserted as the aortic graft The aneursym was 
the nght of tlie sternum and was intimateb 
icrent to tlie antenor chest w all It began just abo\ e the 
hut did not mclude the sinuses of Valsaba 
iilsc aneurvsm onginated from its anterolateral surface 


and extended to the right antenor part of the chest w all 
Tins false aneurysm later was found to be filled wath clotted 
blood Tlie pathologist reported that the resected tissue 
was an aneurysm in pieces, partially filled with laminated 
thrombus, and that there w is marked chronic inflammation, 
probably sypbibtic in ongm The postoperative course xxas 
uncomplicated, and the patient was dismissed 15 days after 
operation All signs of obstruction of the supenor xena 
cax a bad disappeared, and the patient was able to return 
to normal activity 

J Neuiology, Neurosurgery & Psychiatry, London 

23 91-184 (May) 1960 Partial Index 


Riluf of Pain and Paresthesia by Nerve Block Distal to 

Lesion—R E Kibler and P W Nathan P 91 

Spasticity and Rigidity Experimental Study and Re\ies\ 

G Rushuorth P 99 

LfFecl of Changes in Serum Potassium Upon Nfyotonia 

P Ley burn and J N Walton p 119 

Studies on Intermediate Carbohydrate Metabolism in Multiple 

Sclerosis—R McArdle and others p 127 

Surgical Approach to Thoracic Intervertebral Disk 

Protrusions—A Hnlmc p 133 

Lumbar Disk Protm ions in Pregnanes 

J E A O Connell p 138 

Vascular Factor in Distnbntion of Syanmetncal Cerebral 

Calcifications—R M Norman and H Unch p 142 

*Blood Cerebrospinal Fhnd Barrier of Patients with 

Depressive Illness—A J Coppen p 153 

‘^Specihut*' of Reserj^me in Treitmcnt of Schizophrcni i in 
ideut cil Tv ms—S Benaini p 170 

Maliwinnl Ch inge in an Intracranial Epidermoid 

S I Davidson and J M Small p 175 


Blood Ccrcbiospinal Fluid Barrier in Depiessive Illness — 
The concept of the blood-brain and blood-cerebrospinal fluid 
barner is that many substances pass from tlie blood into tlie 
ccntril nerx’ous system much more slowly tlian tliey do into 
other organs These barriers presiunably represent mecha¬ 
nisms for ensuiing tlie stability of the environment in which 
neurons function They are of greatest importance in tlie 
normal functioning of the central nervous system The autlior 
reports an inveshgation into the blood cerebrospinal fluid 
bamcr The rate of entry of sodium^" (Na“^) from the 
blood into the cerebrospinal fluid was measured in a control 
group of patients being operated on under spinal anestliesia 
ind in groups of patients watli mental disturbances The rate 
of entry of Na"" from blood into cerebrospinal fluid was 
normal in patients with scliizophrenia, but the rate of entry 
xvas nearly half that of normal in patients saiffenng from a 
depressix e illness Patients w ho bad recovered from a depres¬ 
sive illness had a normal rate of entry, the return to normal 
was related to clinical improxement, depressed patients who 
bad received electro conxoilsixe treatment and had not im 
proved were found to have a low rate of entry The sodium 
ion IS important to the electneal activity of nerve cells 
Using the electro-shock seizure threshold as a measure of 
brain cxcitabihty, it has been show-n that this vanes wath 
alterations in sodium transport produced by adrenocortical 
steroids and other substances There are numerous normally 
occumng substances that may be concerned wath permeabil 
ity and sodium transport 

Rcserpine m Treatment of Schizophrenia in Identical Twins 
-Identical hvans showed signs of schizophrenic illness vvatlim 
a few days of each other One was treated with insulin 
coma therapy and with electnc convailsion therapy and the 
other one in a different hospital, with psychotherapy with¬ 
out much improvement M'hen m the later stage of their ill 
ness both were admitted to the same hospital a controlled 
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abstracts from 


dn „ trial ^^Ms undeitaken Botli were treated with reserpme 
and chlorpiomazine, each twin serving as her o^vn control in 
a blind investigation Not only did both respond to treat- 
mcn with reserpme and relapse when chlorpromazine was 
substituted for reserpme, but botli requited die same dose of 
rcscipmc Their weight incieased wlnle they received chloi- 
proniazinc and returned to its former level once tins drug 
was discontinued and reserpme given again The similaiity 
ot their response is interpreted as further evidence of the 
identical genetic constitution of the twins 

Lancet, London 


1 1203-1256 (June 4) 1960 Partial Index 


• Poslcnor-Comirniiiicnting Aiietirj'sm Treatment 
IV A Rictinrclson, nnti L Walsh 

*PIiotic and Self-Induced Cpilepss 
C W M Whitts 

lr>potcnsi\o Action of Diuretic Ajicnts 
C G McQueen and It B I Morrison 
Ahnomialitics InsoKini: the \ Chromosome in Women 
P Jacobs and others 

Intrnliepatic Tj-phoid Carrier State ns Cause of Infection 
D Erlik and R Rcitlcr 


P 1203 
p 1207 
P 1209 
P 1213 
p 1216 


PoStcrior-Comniuiiicating Aneuiysnis —The authors present 
the results of surgical and of conservahve treatment of rup¬ 
tured intracranial aneurj'sms Suitable patients were included 
in the tnal senes regardless of the gravity of their clinical 
state The cases were grouped according to (a) die site of 
the aneurysm, (h) whether the blood pressure was normal 
or high, and (c) whether they were above or below 50 years 

S f age They were then subdivided into the 2 categories 
leviously desenhed by 2 of the authors Category A m- 
luded the patients likely to die, that is, all those in coma 
or in a semiconscious state with severe neurological signs 
Category B included patients who had completelv or partly 
recov'ered from the hemonhage which caused idmission to 
hospital This category included patients in good general 
condition, but who were still at considerable risk Tiie etlncs 
of tins tnal were considered in consultation with neurologists 
and many referring physicians, it was decided to assess the 
results at monthly intervals so that the trial could be con¬ 
cluded as soon as a statistically significant difference be¬ 
tween the mortalities in any 2 comparalile groups was 
established Of 94 comparable cases, 48 were treated con¬ 
servatively and 46 by surgery The 11 patients in category 
A (who were likely to die from hemorrhage) showed no 
obvious benefit from surgery Of the 83 patients in category 
B, 42 were treated conservatively and 15 (35%) died 
Among the other 41 who were treated surgically there 
were only 4 deaths (10%) Of diese 41 patients 37 were 
treated by common-carotid ligation, with 5 deatlis (10%) 
The fate of the survivors in both categones indicates a lowei 
morbidity in patients treated surgically 


Photic and Self-Induced Epilepsy -The first of the 3 cases 
of hght-induced or photic epilepsy concerned an ll-year-okl 
girl, who had had pebt-mal attacks for 9 years They were 
first noted only when tlie child was out in bright sunlight, 
and usually ]ust after being exposed to it She xvas given 
phenobarbitone and the attacks became fewer During tlie 
next few years, the threshold of intensity of the stimulus 
became lower, any bright light being effective Later even 
bnghtly colored objects seemed to provoke attacks Possibly 
otlmr nonpbotic factors m die environment were contributing 
to the precipitation of attack The 2nd patient, an 18-year- 
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old girl, for about 5 years had expenenced loss of conscious 
ness on exposure to sunlight As Hie sun first shone into 
her eyes she would blink once or twice and uould then 
expenence a blank for a few seconds Sunlight did not 
always induce attacks, and she'had learned to avoid them 
by avoiding direct sunlight Twice in the prevaous 2 jears 
these brief attacks had led to more prolonged loss of con' 
scioiisness lasting 15 to 20 minutes, and brief grand mal 
attacks had occurred The 3rd patient, a 7%-year-oltl girl 
had had petit-mal attacks for 4 years They were first no-' 
ticed to occur when the child ran from shadow into bnglit 
sunlight There would be a momentary arrest of movement 
with staring of the eyes and clonic upward movement of 
the eyeballs Witliin a year of tlieir onset the child was 
noticed to be inducing die attacks herself either by delih 
erateJy running into bright sunshine or by gazing at the snn 
and rapidly blinking her eyes Despite reprimands the 
patient would evade supervision and induce an attack, winch 
seemed to give pleasure Light-mduced epilepsy is of interest 
because it provides opportunities for the controlled obserra- 
bon of reflex epilepsy in general 


New England Journal of Medicine, Boston 

262 1251-1296 (June 23) 1960 Parbal Index 


“Siiccessful Kidney Transplantation Bellieen Monidentica! 

Tiiins—J P Merrill and others - p 1251 

Htmodynnmie Alterations in Hypertension Duo to 

Chlorothiazide—E D Frohlich and others p 1261 

Use of Tank Respirator in Oi envhelming Bncterini Pneumonia 
Value of Glossopew m Pierre-Robm Syndrome 

F L Miller A Zerbi-Ortiz and J T Elkins Jr p 1204 

C T Oeconomopoulos P 1267 


Tiansplantation of Kidnev to Nonidenlical Twin —The an 
diors report die functional survival of a transplanted kidney 
whose donor was a fraternal, not an identical twin At the 
Peter Bent Brigham Hospital, Boston, kidneys have been 
successfully transplanted between 10 sets of idenbcal twins 
since 1955 In each case the fiict diat donor and reciviicnt 
tissue antigens were idenbcal was established (before kiclncj 
transplantation) by the survival of skin grafts In the case 
reported here die rejection of skin grafts was taken as evi 
clence of tissue mconipatibihty between the hvins, and it 
was realized that the transplantation of a kidney would dt 
pend upon success in modifying the immune response The 
authors discuss the technique by winch this can be done 
They combined 2 techniques by administering a dose of 
roentgen rays that would, temporanly but not completely, 
iinp.air the abihtv of the lymphopoietic and hematopoietic 
bssue to reproduce A kidney transplanted immediately after 
such irradiation would then conshtute an antigen to whicli 
anbbody production was impaired, if not destroyed Re 
sumption of bematopoiebc and lymphopoietic function w mild 
be gradual and spontaneous, not requinng the transplant! 
tion of homologous bone marrow A kidney was successfully 
transplanted hebveen nonidentical twin brothers after irradi 
abon and xvithout infusion of bone marrow Evidence of 
beginning rejeebon of tlae renal homograft was obtained b) 
biopsy 8 months postoperatively, at a time when the urine 
contained erytlirocytes and protein After a 2nd course o 
protracted low-dose irradiation and adrenocorbcoid thcr ipj 
urinary abnormahbes disappeared Renal function u as nor 
mal and the unne was protein free 14 months after ojicra 
tion Thus parbal tolerance for a renal liomograft lias Iitcn 
produced, and this tolerance is consistent with normal am! 

funchon 
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WASHINGTON NEWS 


Slale Cooperation Urged in Health Flan 
Heeling Called on Oral Polio Vaccine 
Drug Industry Hearings Called Off Until 
December 

hcancies Filled on Medicine Library 
Corernment Cracks Down on “Health Foods” 
Htscellarn 


IDMINISTRATION PUSHES HEALTH PLAN 


speeches Ni\on uiged all governors to “move with 
the least possible delay to bnng these programs mto 
full effect” Rejectmg the compulsory', social se¬ 
curity' approach advanced by' Kennedy, Nixon said 
any' aid should be voluntary', should support ratlier 
than discourage private medical msurance efforts, 
retain the Federal-State partnerslup approach, and 
be kept related to genume need 
Kennedy said that if elected he and a Demo¬ 
cratic Congress would put through a medical care 
program that would be part of tne Social Securiti' 
system 


Tlie Administration told the States the new Fed- 
eial State health program for the aged ‘offers us an 
opportunity to prowde prompt and significant help 
to the nation’s aged citizens’ 

Arthur S Flemming, Secretary' of Health, Educa- 
hon and Welfare, m letters to the governors of tlie 
30 states declared First of all, it makes available 
to the States approximately $140,000,000 a year of 
additional Federal funds for the purpose of improv¬ 
ing their medical care programs for aged persons 
on the pubhc assistance rolls The Federal funds 
"ill be available as of October 1 of tins y'ear 
The new law also establishes special provisions 
tor those aged persons who, while unable to qualify 
tor public assistance, are imable to pay their medi¬ 
cal bills,” he added 

Tins new program would be operated bv the 
in the following maimer 
-Tile States w'lll determme the persons who can 
qualify for benefits under the program Each 
oto has wade latitude m fixmg the qualifications 
-Tne States w’lll decide what hospital, surgical, 
ind other medical benefits are to be made avad- 
able to die aged w'ho qualify These benefits mav 
e as liberal as the States want to make them 
-to help finance this program, the Federal Gov¬ 
ernment W'lll make available, as of October 1 of 
IIS Year, w'hatever funds are necessary m order 
0 pay fj- 00 , 5 Q% gQYg q£ ggjj. gf tJaese 

onehts-the exact percentage to be determmed 
file basis of the per capita income of each 


the letters, the HEW Secretary also said 
enact ° Congress and the President in 

tslahr? ^ encourage the States to 

leal *’ or extend their programs of med- 

fiilh tbe aged If this intent is to be 

ttie leiTl State must determme w'hether 

“‘•^0 now' supporting its various assistance 
), encompass the new' prox'isions of laxv 

llgt *^S 5 'dahon is required in x'our State, I hope 
to lour* l"* 1 ^^^^ necessary' recommendations 
Moot. bS'SHture at the earliest possible date 
ini,^>y‘ee-president Richard M Nixon and 
of liLii" ^ Kennedy (D , Mass), raised the issue 
eare for the aged during their campaign 


COMMITTEE FORMED ON ORAL VACCINE 

The American Medical Association and 22 othei 
oigamzations were asked to serve on the U S Sur¬ 
geon General s Committee on Pohomy'elitis Control 
The members are representatives of the medical 
and health professions and the general pubhc 
Surgeon Geneial Leroy Burney also is appointmg 
an Agenda Committee, limited to the medical and 
pubhc health professions, xx'hich xvill meet at the 
Public Health Service’s Communicable Disease 
Center m Atlanta, Ga, Oct 11-12 The Agenda 
Committee will consider the technical and admm- 
istrative problems and develop the basic agenda 
for the first meeting of tlie Committee on Polio¬ 
myelitis Control 

Members of the Agenda Committee are Ameri¬ 
can Academy of Pediatncs, American Academy of 
General Practice, American Medical Association, 
Association of State and Territorial Health Officers, 
Childrens Bureau, and the National Foundation 
Experts in the field of pohovirus vacemes were 
inx'ited to serve as consultants to the Agenda Com¬ 
mittee and the Committee on Pohomyehtis Control 
The Pubhc Health Service is seekmg to obtam the 
fullest range of technical mformation on tlie orally 
gix'en pohomyehtis vaccine that is available No 
date has been set for the mitial meeting of the 
Control Committee However, it is ex-pected that it 
W'lll hold its first session m December or Januarx' 
Dr Burney said that the use of live virus vaceine 
in the Amencan population posed a number of spe¬ 
cial problems xxhich xxould require careful consid¬ 
eration, mcludmg xx'hether administration of the 
live virus vaccine xvill be more appropnate on a 
communitx’ than on an mdix'idual basis 
The Committee on Poliomyelitis Control xx'ill 
consider these and other questions dex'eloped bx 
the Agenda Committee at its mid-xx'inter meetmg 
Produchon of the orally gixen vaceme is not 
anticipated before mid-1961, and the Serxace will 
contmue its efforts to promote the xx idest possible 
use of the Salk vaccine in the mtenm period the 
PHS said 

(Continued on next page) 



32 


clinical and hematologic remissions 


PURINETHOl 

6-MERCAPTOPURINE 


For Acute Leukemia and 
Chronic Myelocytic Leukemia 

“Similarly, with 6MP at 2 5 mg per kilogram daily by mouth, 
30 to 50 per cent complete remissions can be obtained 
childhood acute leukemia] Tablets Of DU Hlg* 


LEUKERAN 

CHLORAMBUCIL 


MYLERAN 

BUSULFAN 


In the Treatment of 

Chronic Lymphocytic Leukemia 

“Sauslacwry lesponses «ce a'ppeaS tX 

S—SLaae ...a 
have moderate of 2 Hlg. 


For Chronic Myelocytic Leukemia 

“The coUeclive recorded j^JrvTand'exceeSmgly 

the conclaston that iranulocytm 

useful agent for the treatment 2 mg. 

leukemia 

<or“SnU “ 

::;:^at.o„aUo..eaeprodue. 


JAMA, Oct 1, l%o ' 

HEARINGS ON ANTIBIOTICS END ; 

The Senate antitrust subcommittee concluded its 
hearmgs on antibiotic drug prices Further lieanngs 
on the drug mdustrj^ were scheduled m December 
Major antibiotic manufacturers took sharp excep 
tion at the latest sessions to charges bv Sen Estc^ ' 
Kefauver (D , Tenn), Chairman of die subcommit 
tee, that antibiotic prices are too high 
One of the final witnesses was Dr Ham- F 
Dowlmg, a member of the Comicil on Dmgs ol tbe 
American Medical Association, who said that the 
chug industry ‘lias made and is making important 
contributions to research on drugs ” However, he 
suggested moie emphasis on lookmg for tnilyiien 
drugs,” lather than on minor modifications of exist 
mg ones 

VACANCIES FILLED ON MEDICINE LIBRARf 

President Eisenhowei filled thiee xmcancies on the 
10-member Board of Regents of the National 
Library' of Medicine, xvhich is imdei public liealth 

service jurisdiction , 

Recess appomtments were given to Dr HUoli 
Hudson Hussey Ji , 49, Dean of die School of hlcdi 
cine of Georgetoxxm University in ^^phmgton, 
D C , and a member of the AM A Board of Trustees 
Di Robert Morgan Steelier, 61 a of 
land, who since 1935 has been chief of the artlmtis 
olmic in the City Hospital . 

Di Wilham Loxvell Valk, 51, ' 

University of Kansas Department of Surgerx at 

Kansas City, Kan 

' . government cracks DOWN ON 
“HEALTH FOODS” 

0 - 1,0 Fnnrl and Dioie Admiuistiation, during th 
° 'ibis Tondouing crackdoxvn has resulted m 2 

SS" 22 " 3 =iS= 

isssili 

SroTIh taikind magazine mticte ^ 

•Se bools and magazine a'bf “ ° fa 

P„Sially m .be Mse 1—« 

and frauds F'^TIeiTMEDiaN-E nrescrites« 

rent best-selhng book, F vinegsar f 

pasteurized 60 conditions or class 

prevention or treatm attacks to fall" 

& conditions ranging from nce i,i,cation 

hair No legal action to 

tins medical pasteurized honey and aPP: 

when a mixture of _ P , £ accompanied 

cider xanegar 'vas offere^^°^^ Administration^ 
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pose when the diet actiuillj' requires supplementa- 
M In ordinar)' doses, they are not harmful m 
tkmsehes But all too frequently, the unu'arj' and 
the uninformed, ha\'ing read somewheie of the 
iiugic contained in a health food,” resort to self- 
pugnosis, and i serious medical problem lemams 
unchecked 


MISCELLANY 

Tlie Go\ eminent announced that the last remain¬ 
ing major source of the discredited Hoxsey cancer 
treatment has been eliminated by a federal court 
order ‘Complete and final discontinuation” of the 
treatment is required according to a consent decree 
against Harrj’ M Hovsey, the ongmal promoter 
torge P Larrick, Commissioner of the Food and 
Dmg Admmistration, revealed that Dr Harrj' R 
Tador, nho operates the Taylor Chnic m Dallas, 
Tens, where the Ho\sey cancer treatment was 
teing administered, and two physicians on his staff, 
Walter J Williams, MD, and Allan F Devore, 
DO, liave consented to a decree of permanent 
sijiinchon which orders them to stop pennanently 
the sale of medications comprising the Hovsey can¬ 
ter treatment 

Rie Nahonal Institutes of Health reported that 
3150 research grants and 376 fellowships totaling 
365,440,575 were awarded durmg July and August, 
I960 Of the total, $13,508,299 was allocated to sup- 
932 new research grants and fellowship awards 
me remaming $51,932,276 was for the contmuation 
01 previously approved researcli grants total- 
wg 651,058,296 and the contmuation of 164 fellow¬ 
ships totalmg $873,980 

The Food and Drug Admmistiation hailed a de- 
usion by the U S Court of Appeals in New Orleans 
IS an important victoiy in the campaign to protect 
sitiims of arthntis and rheumatism from falsely 
promoted cures for these crippling diseases ‘ The 
piactieal effect of the decision will be to curb the 
sa c of a worthless product, sold m large volume to 
** hritis and rheumatism sufferers,’ FDA Commis- 
I'oner George P Larrick said The case mvolved 
called Tn-Wonda, ’ distributed by 
^ trading as Wonda Products Co , Jack- 

'The Appeals Court upheld the FDA 
drugs were worthless 

p ® ^ t Sept 22, sailed from San 

Indonesia on the start of a year-long 
nill voyage to the Far East to instruct foreign 
j J the latest medical skills President 

" described as very thrilled’ at the 
^ slaff° 1 If N3\'y hospital ship, which will 
50 physicians, nurses, technicians, 

and a dentist 

■^mod Service started a sivyear study 

kikes n water pollution in the Great 

Priaim„ ‘'^-Illinois Waterivay With an appro- 
4 first °ii for the first year’s work, PHS 

'■^slcs tl* j ™^™trate on industrial and municipal 
Chic'igoT^ f’emg discharged m the metropoh- 

Agriculture assured the puh- 
'iJfion tif, t "'ill free of chemical contami- 
"'iff fie m plentiful supply The 
"’•ndenmh"^ n total of some $9 million 

P'^^Tnents to cranberry' growers uhose 
tinn h\ ^nfiscated last year due to contamma- 
^ 'eni'cai found to cause cancer in test 


subjective and objective improvement 



For the Management of 
Chronic Myelocytic Leukemia 


‘ AU patients shoired alleviation of symptoms, restoration of 
normal Wood values and some regression of the spleen svithin 
the first two months of therapy Complete clinical and heraa 
tologic remissions developed in almost every case, and were 
maintained by small daily doses’" Tablets Of 2 Ht^f. 


PURINETHOL 

6-MERCAPTOPURINE 


® 

brand 


For Acute Leukemia and 
Chronic Myelocytic Leukemia 

“A high percentage of temporary remissions can be achieved 
with this drug in children with acute leukemia Occasional 
remissions also occur in adults hut the results are generally 
not as satisfactory as ivith the children Tablets Of 50 lUg. 



In the Management of 


Chronic Lymphocytic Leukemia 

“It appears that CB 1348 [Chlorambucil] is an effective agent 
for the control of certain of the manifestations of chronic 
lymphocytic leukemia It causes the leukocyte count to de 
crease, reduces the size of enlarged organs, and produces 
considerable subjective improi ement 

Sugar-coated Tablets of 2 mg. 

Facilities for complete and frequent blood counts must be 
a\ailable for patients recemng ‘Leukeran’, ‘Myleran’ or 
‘Purinelhol’ 


Full information about these products mil be sent on request 
Rejtrences 1 Unugur, A Schulman E , and Dameshel. W Nev, Ennli„a 
s Med 256 727 (Apr 18) 1957 2 Burchenal J H , KamoU% D A ^ 
sturphj, M L . Elh^n, R R M P Tan C T C Stoman; A C ' 

^uceoglu M and Rhoads CP Am J M Sc 228 371 (OctllQSi’^ ii/ 
raan % J ^ Cativnigbi, G E , and TPintrobe M M Cancer 9 512 

(Maj June) 1936 " ^ 
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A new advance in broad spectrum antibiotic therapy, 
MYSTECLIN-F provides all the well-known benefits of tetra¬ 
cycline and also contains the new, clinically proved antifungal 
antibiotic, Fungizone This Squibb developed antibiotic, which 
IS unusually free of side effects on oral administration when 
given in oral prophylactic doses, has substantially greater in 
vitro activity than nystatin against strains of Candida (Monilia) 
albicans 

Thus, m addition to providing highly effective broad spec¬ 
trum therapy, MYSTECLIN f prevents the monilial over- 
growth in the gastrointestinal tract so commonly associated ’*■ 


with such therapy It helps to protect the patient from ttoub 
some, even serious, monilial complications 
New Mysteclin F provides this added antifiingal prorrtW"! 
at little increased cost to your patients over ordinar) tctr 
dine preparations 

Aiadabhas MYSTECLIN FCAPSULES (250ms/50mg)MYSTtO-'^ ^ 

HALF STRENGTH CAPSULES (125 mg 12^ mg) MYSTECLI''F 
SYRUP (125 mg/25 mg per 5 cc) mysteclinF FOR AQti 
DROPS (100 mg /20 mg per cc) , 

For complete information, consult package insert or rintf ' 

'sional Service Department, Squibb, 745 Fifth Asenuc, N i — ^ 


Squibb 



Squibb Quality — 
the Priceless Ingredient 


MYSTECLIN-I 

Squibb Phosphate Poiemiated Tetraoclme (SUMYCIN) plus Amphoter.c.n B 


I® swMrciH ® AHO puHOi:o'«i ® **tt soj'e® $ 



MEDICAL NEWS 


MAGE” AND PUBLIC RELATIONS SYNONYMOUS TERMS AMONG MEDICAL PROFESSION 


“Recently the term ‘image’ has been substituted 
r public relations, but these two terms are ac- 
all) smomunous ” This was the obserc'ation made 
' Mr Leo Brown, Director, Communications Di- 
!ion, Amencan Medical Association, who opened 
e 1960 Pubbc Relations Institute sponsored bv 
e Association in Chicago last month 
The image, or public relations of the medical 
ofession, hir Broum said, is simply the mind’s 
e interpretahon of the medical profession, as 
letted m the mirror of public opmion He said 
i image could be real or imaginary, depending 
on the authenticity of the facts and their mter- 
etition, colored by expenence and blended with 
rsonal prejudices He mvited the audience to 
ncem itself dunng the congress with the impor- 
ice of the public image versus reality, of deter- 
ning and recogmzmg the cracks m medicme’s 
nor “I inll challenge you,’ he said, “to face up 
"hat you have seen m the blurred image, tlie 
itorted image and the false image and then to 
'-are we really communicating witli the public 
are we hiding our hghtf* ’ 


The Public Image Versus Reahftj 

In presenting tlie keynote address, Mr Pieire 
artmeau. Director of Research and Marketmg, 
ncago Tnbune, gave many vivid examples of 
pcriences he had encountered m the advertismg 
’rid showmg that every brand that is at all well 
is defined m the public mmd partly^ by^ what 
>s but also by sets of psychological associations 
nch may or may^ not be true It is imperative, he 
. to come to grips with the problem of the 
|ntor and the A M A as they really are and as 
-v are seen by the public, politicians, and m- 
'•cctuals 

I'lr Gerald J Skibbms, Opmion Research Cor- 
^yon> Princeton, N J, panel moderator, said a 
strong organization image requires positive 
r ^ notions that are then well mterpreted 
n ded that the negative side of a reputation or 
oC IS particularly significant, and that there is 
’ 1 °°^ ®™r on the part of those who have 

fsvmbols of authority—the doctor, the 
sional man, ‘all tliose who put a mantle of 
^Ir r their shoulders ’’ 

d P Brandenburg, midwest editor. Editor 
‘dt \ oir the first panel winch 

d fl'V' 1 Bow people see doctors, 

relations between the press and doctors 
nen improiung gradually m recent vears, but 


as medical science advances the need for tellmg tlie 
story correctly is a constant challenge to newsmen 
and medical men He said there was a feelmg 
among newspapermen tliat the medical profession 
concerns itself overmuch with blocking the activi¬ 
ties of the publicity seeker, and thereby depnves 
the public of valued medical mformation “Doctors 
must come out of their ivory towers and be more 
articulate,” he said He also urged physicians to 
take a more active part m civic and community 
affairs 

Dr Russell B Rotlr, member of the A M A Coun¬ 
cil on Medical Services, m presenting tlie image of 
the doctoi as he sees himself, said the “doctor’s 



Gerald J Skibbms, Opinion Research Corporation, Pnnce 
ton, N J, acts as panel moderator at the 1960 Public Rela 
tions Institute held at the Drake Hotel, Chicago, Sept 1 2 


doctor IS interested primarily^ in exercising his 
medical talents and he would love to be left alone 
just to heal the sick “All m all, he is a good citizen,” 
he said, “a productive member of society, and an 
mtensely opmionated human bemg uuth ’most of 
the foibles and weaknesses that human bemgs share 
He is far from mfalhble, but his credits so far out¬ 
number his debits that as an image he shmes a 
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mWeMst within the profesMon 
Speaking on tlie second panel 
concerned with Mdiy people see 

doctors as they do, Dr Rajnnond 

A'lack, associate professor „f 
sociology at Nortliwestem Uni 
varsity, thought it was cas\ for 
tile medical piofession to see 
enois in some parts of the pub 
he image of the physician but 
he wondered if there w ere errors 
in the pliysician’s image of oilier 
people We expend too niucli 
energy m not liking changes in 
our social and economic struc 
ture, he said, whereas the ini 
portant thmg is how we regulate 
the so-called “suppleinentan 
contracts” involved in those 
changes 

Dr Nicholas Dalhs spoke of 
two images, one the unconseunis 
image of what people would like 
their doctor to be, and the other 
the conscious image vdiich vanes 
witli educational achievements, 
culture, and economic back 



Dr Joseph J Witt, Chainnan of Committee on Aging, Medical Societ> of New York, 
acts as distnet attorney at a mock trial Witnesses answer the accusation that organ¬ 
ized medicine at the local level is not providing for the needs of the aged 


ground He said tliat in the last 
25 years there have been many 
changes m society vdiich have 
affected the physician and the 
public’s image of the physician 
The last speaker on the panel 
was Mr James E Bryan, con 
sultant m medical administration 
lUid medical care prepajnncnt, 
who emphasized the factor of 
remoteness, the lack of the doc 
tor-patient relationship of 50 
y'^eais ago “A whole mynad of 
convolutmg trends and circlin' 
stances have drastically altere 
and tarnished the popular imag 
of the modem physician,’ hi 
said He considered that a ‘nia 
tenahstic, collectivistic, media 
rustic society has moved aMa\ 
from an idealistic, individualistic 


little more brightly m his communiW than does 
any other image m the gallery ” 

Mr Herbert A Carlboig, Diiectoi of Program 
Practices, CBS Television, discussed the image of 
the medical profession fiom the standpomt of both 
program producers and the viewmg audience, and 
said that “compared with other professions it is 
almost embarrassmgly favorable” He suggested 
that, instead of showmg a constant pattern of 
perfection m medicme, it might be well to 
present some of the controversial issues which 


medical profession” causing a 
failure of communication He hoped that a union of 
sociology and the other behavioral sciences «ilh 
modem medicme would help the physician of to¬ 
morrow to “treat the whole man as effechvely as he 
now treats his patliological aberrations” 

Questions were invited and a general discussion 
followed 

Need for Action on Aging 

Testifjung at a mock trial at the afternoon s« 
Sion, Dr John Donnelly, chairman of the Connect! 
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Dr John Z Bovcrs, dean, University of Wisconsin Medical 
School, speiking on the ‘ Need for More Doctors ’ 


cut State Medical Society Com¬ 
mittee on Aging, said that local 
medical societies must be pre¬ 
pared to support those doctors 
uliose combmed performance m 
medical semce and community 
affairs improves the image of 
die profession as a whole 
Additional testimony was of¬ 
fered by Charles Jolinson, of tlie 
A M A Field Service Division, 
^'lio listed health forums, peri¬ 
odic liealth examinations, eye 
clinics, genatnc screen clinics, 
and reliabilitahon programs as 
some of the projects through 
"liicli physicians are helpmg the 
aged 

David E Sonquist, executiv'e 
'rector of Senior Workshop, 
nc, Chicago, said all 16 million 
II ij^ decrepit nor senile 

e added, “Medicme should do 
I oan to keep older people 
ev'ery community 
diems j people to help 

„ the accusahon that 

Smized medicine at the local 


Leo Brown, director, A M A Div ision of Communications, 
making unrehearsed ’phone calls around the nation to check on 
the effectiveness of medical societies’ communications efforts 





Sti' ! ,fii 


The A M A has completed a la> public educational exhibit titled The Transparent 
Twins,’ which consists of bvo life-size, plastic models, one showing the organs of the 
bod> in full dimension along wntb the blood svstem the other showing the skeletal 
and nervous svstem 
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level has taken no responsibility foi piovidmg relief 
toi the elderly patient who is unable to pay for 
medical caie, Di David B Allman, past piesident 
of the A M A Committee on Agmg, cited tlie 
amount of free caie provided by physicians all over 
the country and the spreadmg policy of reducing 
fees foi patients ovei 65 He pinpointed inflation 
as the major cause in cieating an “aging pioblem” 
Dr James A Shovm, chainnan of the Montana 
Medical Association Committee on Aging, said tliat 
non-alertness to tlie needs of the aged can be 
claimed for all society He pomted out that the 
Montana State Medical Association has stimulated 
local acbon, as a lesult of which two physicians 
will attend the 'White House Confeience on Aging 
in 1961 

Cost of Medical Core 

Four medical society witnesses presented testi¬ 
mony at a mock tnal held on Thursday afternoon, 
they showed that local organizations are workmg 
to keep tlie costs of medical care down, especially 
for patients witli limited mcomes 
The accusation foi the tiial was that the cost of 
medical care today is too high The court asked the 
witnesses to answer the following questions 
Is this accusation true^ 

Does the public confuse physicians’ sei vices mth 
the cost of medical care? 


JAMA, Oct 1,1960 

cruitment of students foi medical schools to assure 
e nation of an adequate future supply of doctors 
This suggestion was made at the third session on 
Ihursday afteinoon Others included 
The erroneous belief among students tliat it is 
impossible to get a seat in a medical school must be 
destroyed Physicians must inform students that 
there are tremendous mtellectual challenges In 
medicine and tliat help toward financing their 
medical trainmg can be obtamed Medical societies 
should establish loan funds for needy medical sfu 
dents and work foi the removal of state restrictions 
on medical students from other states Medical 
career teams should visit high schools to create a 
student mteiest, and graduating seniors should be 
invited to medical school and hospital open houses 
Dr Richard Yormg, dean of Northwestern Uni 
versity School of Medicine said that m 6 years the 
number of applicants has dropped from almost 
25,000 m 1954 for the 7,000 seats available to 15,000 
m 1960 for 8,500 places Not only is the quantity 
down but also the quality, he said 

Dr John Bowers, dean of tlie Univeisity of Wis 
consm Medical School, asked for the best com 
munications among medical schools, the medical 
piofession, and student counsellors Unless there is 
good cooperation, he warned, the problems will get 
worse and federal control of medical education may 
be possible 


What happens to individuals who cannot aff^ord 
to pay? 

What is the medical profession doing to create 
a better public imaged 

Boyden Roseberry, executive director of West¬ 
chester County Medical Society, testified concern¬ 
ing his society’s program of guaianteemg medical 
care to all, regardless of ability to pay 
Dr Joseph B Kendis, president of the St Louis 
County Medical Society, described a plan which is 
bemg organized by lus society to provide better 
and more easily available health caie for tlie elderly 
Joseph F Donovan, executive secretary, Santa 
Claia County Medical Society, San Jose, Calif, 
described the success of his society’s foundation for 
piovidmg msurance coverage Trased on fixed fees, 
with no mcome basis Tlie msuiance company col¬ 
lects all premiums and assumes all risks, but re- 
imburses tlie foundation for the cost of operatmg a 
claims department,” he said 

The last witness, John Hanni, executive secretary, 
Dade County Medical Association, Miami, Fla, 
described the results of a survey taken among doc¬ 
tors concemmg free care With a 31% response from 
members, the results indicated that the average 
physician m Dade County gives more tlian 12% of 
his time to free care and institutional work, he said 

Need for More Doctors 

Physicians, medical societies, and counsellors m 
high schools and colleges must step up their re- 


Aie You Really Commumcattng^ 


The importance of cooperation between doctors 
and newsmen was stressed by Jim Reed, editor of 
A M A Neios, who opened Fnday mommg’s panel 
session He said tliat newsmen complam that physi 
cians hide behmd the medical code of ethics and 
withhold information of a scientific nature 
The panelists recommended that physicians and 
newsmen should work to improve then personal 
public relations 

In summary^ Reed said, “Perhaps both the medi 
cal profession and the press should go to each otlier 
periodically'’ for a check up Diagnose the disease 
and treat it Practice preventive medicine in press 


relations, too ” 

At tlie second mommg session a number of 
speakers described community service projects 
which had been undertaken in their states These m 


uded a campaign to fight tetanus in Louisiana, 
Inch was successful on account of full cooperahon 
om all concerned In Milwaukee, Wis, a public 
ealth forum was held on tlie medical problems of 
gmg This received vnde publicity from radio, 
ilevision, and newspaper releases Out o 
lies to the question, “would you like to attod 
.„ 14 - 1 , in fiihire?”. 113 were m the afnrma 


3 ther speaker gave details of a Future D 
31ub” m Albuquerque, which consisted o 
school students They were shown around 
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hospitals, given lectin cs, illowed to do a cataract 
operation on a pig’s eye, and shown the A M A 
career film, “I am a doctor ” All 14 students are now 
talang some land of biology course 

The A M A Public Relations Institute wound up 
its formalized meetings on Friday morning witli a 
presentation designed to evaluate a random sample 
of public relations programs around tlie country', 
and stimulate creative thought m tlie mmds of the 
audience Intennewees, who had no previous knowl¬ 
edge of tlieu appearance on the program, were 
placed in an isolation booth Their answers to ques¬ 
tions indicated that the medical societies make use 
of committees tliat categorize their eflforts toward 
a specifically delmeated goal, but are also flevible 
enough to handle any emergencv-type task which 
may arise It was revealed that the volume of m- 
temal direct semces, to members depends on the 
size of the group Tliese sennces mclude medical 
libranes, blood centers, group insurance, and scru¬ 
tiny of malpractice activities, and tlieir success is 
accurately evaluated by the evtent to which doctors 
support them with work and money 

It was agreed that mtemal communication with 
members is cvell served by a monthly publication 
but that duect verbal communication tlirough 
meehngs and visits by officers of the society is tlie 
more eflfective means 

It w’as disclosed tliat some societies recognize 
the need for dissemination of political mformation 
to doctor members, although many societies shuk 
this duty 

It w'as also recommended that societies should 
stimulate an interest m civic activities among phy¬ 
sicians 

With regard to the external jportion of public 
relations the respondents spoke of efficiently oper- 
atmg gnevance committees, and of visits to weekly 
ond daily newspapers and radio and television sta- 
tions to mamtam a healthy^ rapport between the 
profession and mass media Speakers bureaus that 
oramtam a supply of screened and able speakers 
" ro are available at short notice, primarily on the 
oounty level, w'ere mcluded 

C'bLlFORNlA 

Study of Multiple Sclerosis —A giant 
>1-0,675 by the John A Hartford Foundation, 
lies' York City, to the White Memonal 

a ^ ^Wdy of multiple sclerosis was an- 
Yhe grant, to cover a three-vear program, 
Fli I under the direction of Dr 

nirf^ Yogel, Los Angeles, chairman of the de- 
neurosurgery', and Berry' Campibell, 
Ilf m’ professor of neurology of the School 

hhi ^°^'oge of Medical Evangelists and 

tlie"^ Hospital Dr Vogel explamed tint 

nipcr^^ "°nld be used to study antigen-antibodv 
mult oei tain brain disorders, principallv 

'P c sclerosis, but also encephalitis and re¬ 


lated diseases, with specific reference to clinical 
application 

GEORGIA 

Ophthalmology and Otolaryngology Meeting —The 
annual meehng of the Georgia Society of Ophtlial- 
mology and Otolaryngology u'lll be held March 2-4, 
1961, at the General Oglethorpe Hotel, Wilmington 
Island, Savannah Three papers will be presented 
the mommg of March 3 m ophthalmology, and that 
afternoon tliree papers xvill be presented on oto¬ 
laryngology The mommg of March 4, the follow'mg 
will be presented 

* Surgery of Chronic Ohhs, Dr Theodore E Wulsh, St 
Louis 

* Tinnitus and Vertigo, Dr LawrenceR Boies, Mmneapohs 

* Indicabons for Sinus Surgery—With Case Reports, Dr 
Francis W Davison, Danville, Pa 

• Interesting External Ocular Lesions, Dr Edwin B Dun- 
phy, Boston 

• Tumors of the Eye and Adnexa m Adults, Dr Charles E 
Ihff, Baltimore 

• Significance of Hyaloid Clianges Following Cataract Sur¬ 
gery, Dr C Dwight Townes, Louiswlle, Ky 

Each presentation will be followed by quesbons 
from the floor and discussion Round-table lunch¬ 
eons are planned For mformation, write Dr James 
T Kmg, 516 Baptist Professional Building, Atlanta 
12, Ga, Secretary 

ILLINOIS 

Health Survey Begun—The U S Department of 
Health, Education and Welfare announced that its 
nationd health survey began m the Chicago area 
on Sept 12 About 150 exammees will be drawn 
from die area comprismg Lake, DuPage, Kane, and 
part of Cook counbes The purpose of the healdi 
survey is to collect, on a uniform basis, statistical 
informabon on certam chronic condibons, par- 
bcularly cardiovascular diseases and arthnbs, and 
on physical and physiological measurements If the 
exammee xvishes, the results of the examinabon will 
be furnished to his family physician or dentist 

Chicago 

Annual Remer Lecture —Dr Alton Coldbloom, pro¬ 
fessor of pediatrics, emeritus, McGdl University' 
Faculty of Medicme, Monbeal, will give the annual 
Remer Lecture at die La Rabida Sanitanum, Com¬ 
mons Room of Pick Center, at 8 p m , Oct 21 

MINNESOTA 

Rebrements at Mayo Clmic -Dr Walbnan M^alters 
and Dr LawTence M Randall rebre from the Max'o 
Clmic on Oct 1 Dr Randall, specialist m obstetrics 
and g>'necolog>', was chairman of the Sections of 
Obstetrics and Gj-necologj' of die Mayo Clinic 
Rochester, from 1949 to 1958, professor of obstetnes 
.md gvnecolog)' m the Mayo Foundation, Graduate 
School, Umxersib' of Mmnesota, and a member of 
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the staff since 1926 Di Randall attended the State 
Univeisitv of Iowa, fiom which he leceived the de- 
giee of doctoi of medicine in 1921 He came to 
Rochestei on Jan 1, 1924, as a first assistant in 
obstetiics and gynecology m the Mayo Clinic and 
Mayo Foundation, and in 1925 he was appointed an 
mstiuctoi m obstetiics and gynecology m the Mayo 
Foundation, Giaduate School, Universitj^’ of Mmne- 
sota He was advanced to assistant piofessor in 
1932, to associate piofessoi in 1935 and to professoi 
in 1946 Di M^alteis, senioi surgeon of the Mayo 
Clinic and piofessoi of surgeiy in the Mayo Foun¬ 
dation, Giaduate School, University of Mmnesota, 
will retire aftei 36 years as a membei of tlie staff, 
and a fellow in the Mayo Foundation 4 years pnor 
to tliat span Dr Walters received tlie degree of 
doctor of medicine from Rush Medical College, 
Chicago m 1920 He came to Rochestei on July 1, 
1920, as a fellow m medicine of tlie Mayo Founda¬ 
tion He did giaduate work in medicine but in Jan¬ 
uary, 1922, transferred his major sequence to 
surgeiy He was appointed a first assistant m sur¬ 
gery in Januar)^ 1922, and m 1923 he received the 
degree of master of science m surgery from the 
University of Mmnesota Dr Walters was appointed 
to the staff of the Ma)m Clmic on October 1, 1924, 

. as head of a section of surgery At the same time he 
was made an mstructor m surgery m the Mayo 
Foundation, Graduate School, University of Mmne¬ 
sota, and he was advanced to assistant professor m 
1927, associate piofessor in 1930, and professoi 
in 1936 

MISSOURI 


jama, Oct 1, 19G0 


NEBRASKA 

Chnical Assembly m Omaha-The 28tli annual 
assembly of the Omaha Mid-West Clmical Society 
will be held Oct 31-Nov 3, at tlie Cmc Auditonum 
Omaha The followmg are listed as guest spealen’ 
Dr Adolph B Loveman, Lomswlle, Ky, Dr W 
Paul Havens Jr, Philadelphia, Dr Willem J Kolff 
Cleveland, Dr Herbert C Modlm, Topeka, Kan ’ 
Dr John W Huffman, Chicago, Dr Dana m’ 
Street, Little Rock, Ark, Dr Robert E Pnest, 
Mmneapohs, Dr Joseph D Boggs, Chicago, Dr 
John A Evans, New York City, Dr Carleton 
Mathewson Jr, San Francisco, and Dr Williani P 
Wilhamson, Kansas City, Kan Panel discussions, 
scieni^c films, exliibits, and a symposium, ‘This Is 
"Wliat’s New,” are planned For mformahon, write 
Dr William J Reedy, 1613 Medical Arts Building, 
Omaha 2, Director 

OHIO 

Loan Fund Established at Western Reserve-A 
Cleveland department store has set up a fund of 
$100,000 for the School of Medicme at Western 
Reserve University, President John S Millis an 
nounced Sept 15 The Higbee Company is celebrat 
mg 100 years in Cleveland and has created the 
Higbee Centermial Loan Fund to aid "desennng 
medical students” witli loans and scholarships An 
annual contribution of $10,000 for 10 years will 
aggregate $100,000 Dr Jolm L Caughey Jr, asso 
ciate dean of the School of Medicme, announced 


Clinical Meeting m Kansas City —The 38tli annual 
fall clmical conference of the Kansas City Southwest 
Clinical Society will be held Oct 3-5 at the Hotel 
Muehlebach, Kansas City The followmg are 
scheduled to appear as guests at the meeting Sn 
Harry Platt, Manchester, England, Dr Jolm W 
Berry, St Louis, Dr Matthew H Block, Denvei, 
Dr Lewis L Coiiell, Philadelphia, Dr Oscai 


that tlie first loans from tlie fund will be made to 
Western Reserve Medical students this fall Tlie 
loans will be made on a long-term basis with re¬ 
payment not required unhl the student completes 
his medical tiammg No mterest will be charged 
until repayment begins Tlie school official said tliat 
the loan fund “will meet a growing need for aid 
among medical students ” 


Creech Ji, New Orleans, Di Rubm H Flocks, Iowa 
City, Dr A James French, Ann Aibor, Mich, Di 
Arthur Gi oilman, Dallas, Texas, Dr Charles A 
Hunter Ji, Indianapolis, Di George R Meneely, 
Nashville, Tenn , Dr Heniy I Russek, Statm Is¬ 
land, N Y, Di John R Walsh, Omaha, Dr Ken¬ 
neth W Wanen, Boston, Dr Henry L Williams, 
Rochester, Mmn , and Di Robert E Wise, Boston 
Postgraduate breakfast semmars, motion pictures, 
question-and-answei luncheons, panel discussions, 
and the following symposiums are scheduled Car¬ 
diovascular Disease, The Importance of Splenec¬ 
tomy, Renal Disease, Infectious Disease and The 
Biochemistry of Disease Specialty luncheons are 
scheduled to be held each day On Oct 6, hospital 
workshops are planned Scientific and teclmical 
exhibits are scheduled For information, write Dr 


WEST VIRGINIA 

Hospital Dedication in Morgantown —The Univer 
sity Hospital at Morgantown will be formally dedi 
cated on Oct S Speakers for ihe occasion will be 
Governor Cecil H Under\vood, University President 
Elvis J Stalir Jr, former University President Irvin 
Stewart, formei Governor Okey L Patteson, and 
Dr James A Shannon, director of the National 
Institutes of Health, U S Public Health Service 
The president of the University Board of Cover 
nors K Douglas Bowers, of Beckley, will sen’e as 
master of ceremonies Governor Undenvood v 
lepresent the state government and the People 
West Virginia President Stahr will speak on beM 
of the university, and former President < 
will speak as tlie institubons chief execubve d ^ 
the penod when tlie Medical Center was planned 
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ind construchon begun Foimer Governoi Patteson 
nil confine lus remarks to a review of the initial 
banning phases and tlie begmning of construction 
if the center, which was located ui Morgantown as 
lie result of a decision made bv him 

GENERAL 

ileeting of Medical Illustrators —The IStli anni- 
ersan' of the Association of Medical Illustrators 
all be held m Chicago, Oct 3-5, at the LaSalle 
Intel Speakers will include Di Frank Netter, 
ledical illustrator with Ciba Pharmaceutical Co , 
fr Charles Walz, art director, ‘What’s New,’ 
.bhott Laboratories, Mr Beit Raj', directoi of Bert 
a\ Studio, Mr Paul Perles, pioduction managei 
f Yearbook Publishers, Miss Sjdvia Covet, manag- 
ig editor of Fostgiaduate Medicine, Mr Ernest 
eek, art director of C D Searle &. Co Presiding 
t the uinual banquet will be Di Peicival Bailev, 
liicigo, director of reseaich at the Illinois State 
sichopathic Institute Mr Ramey Bennett, com- 
lercial artist, Chicago, will give the Biodel Lec- 
ire Barry J Anson, Ph D , professor of anatomv, 
lortliw estem UmversiW, will speak on the history 
: medical illustration There will also be an ex- 
ibit on medical illustrations by members 

h)sicians Meetmg in Butte —The American Col- 
ge of Physicians will hold the 24th regional meet- 
ig for Montana and Wyoming at the Lourdes Hall, 
f James Hospital, Butte, Mont, Saturday, Oct 1 
'r J Murray Kinsman, Louisville, Ky, first vice- 
resident of the college, will officially represent the 
licers and regents as an honored guest and will 
resent the followmg papers as part of the scientific 
rogram The Bedside Recognition of Certam 
ardiac Arrhythmias’ and ‘Insect Stings—Treat¬ 
ment and Desensitization ’ Other papers are 

Rcsulh of a Count}-Wide Diabetes Detection Survey Di 
lo) d K E\ ans, Laramie Wyo 

^iitopenn from Phenothiazme Tranquilizers Dr L G 
GinsUinson Fort Meade S D 
irciilation Time in the Aged, Dr Gerald A Diettert 
"isiouli, Mont 

Electrodes and Lead Systems for Long-Term Electrocardi- 
irf c ® Gilson, Great Falls, Mont 

incial kidnej Unit—Progress Report Dr Harold A 
Bnim Missoula, Mont 

iirdcr and Other Epileptoid Expressions of Apparent 
lalamic or H>'potlialamic Dysfunction, Dr Bnce G 
H>n!hett Bdlmgs Mont 

nctical Scheme for the Laboratory Evaluation of Go- 
W ation Defects Dr John A Newunan Butte Mont 
"cqies Zoster, Dr M A Gold, Butte, Mont 

’“tst speakers at the banquet (7 30 p m ) wdl be 
kinsman and Mr E E “Bo” MacCilvra, of 
" Mont Governor of the college for Montana- 
'onimg IS Dr John A Lavne 

icm f Poliomyelitis —According to the Na- 
of Vital Statistics, the followmg num- 
® reported cases of pohomvelitis occurred m 


the United States, its temtones and possessions m 
the weeks ended as mdicated 



Sept 10, I960 



,-^ 


^Sept 12, 


Paralytic 

Total 

1959 

Area 

Type 

Cases 

Total 

New England States 




Maine 

8 

8 

3 

Nen Hampshire 



1 

\ ermont 


2 

1 

Ma«’'achiis,ctts 

2 

2 

11 

Rhode Ibland 

1 

3 


Connecticut 

2 

3 

7 

Middle Atlantic States 




Vew lork 

8 

10 

41 

New Jersey 

7 

9 

9 

PenD«>h nnia 

7 

7 

16 

East North Central States 




Ohio 

1 

0 

Jj 

Indiana 

8 

IG 

7 

Illinois 

2 

o 

2G 

MIchItan 

4 

4 

51 

\\ l«con<tin 

1 

4 

4 

West North Central States 




Minnesota 

4 

4 

39 

Iowa 

1 

3 

41 

Ml^'sonri 

2 

2 

23 

\orth Dakota 



3 

South Dakota 



o 

Nebraska 

2 

4 

8 

Kansas 

1 

2 

1C 

South Atlantic States 




Delaware 




Maryland 

o 

2 

2 

District of Columbia 



2 

\ irilnia 

2 

2 

21 

Virginia 



22 

North Carolina 

1 

J 

10 

South Carolina 

3 

4 

3 

Georgia 

3 

3 

4 

Florida 



5 

East South Central States 




Kentucky 


3 

4 

Tenne&see 

1 

1 

22 

Alabama 

1 

1 

12 

3Iissi«cippi 



3 

West South Central States 




Arkansas 

1 

1 

lu 

J ouisinna 




Oklahoma 

1 

2 

9 

Texas 

4 

J 

17 

Mountain States 




Montana 




Idaho 




yoming 


8 


Colorado 

1 

1 

3 

New Mexico 


1 

2 

Arizona 



0 

Utah 



1 

Nevada 



2 

Pacific States 




\\ Hhhln^ton 



7 

Oregon 



10 

C allfomla 

21 

21 

20 

Alaska 




Hawaii 




Territories and Possessions 




Puerto Kico 

( 

7 


Total 

n2 


si? 


CORRECTION 

Annual Congress on Industrial Health-On page 
183 of the Sept lOtli issue of The Joubxal, the 
program for the 20th annual Congress on Industrial 
Healtli was presented under the organization sec¬ 
tion The btle was inadvertently giv'en as 20th an¬ 
nual Congress on Indivadual Health 
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EXAMINATIONS 

AND 

LICENSURE 

EDUCATIONAL COUNCIL FOR FOREIGN MEDICAL 
GRADUATES, INC 

Educational Council for Foreijm Medical Graduates Sta¬ 
tions around the world Apnl 4 Closing date for filing 
applications is Jan 4 Esec Director, Dr Dean F Smiley, 
1710 Ornngton Avc , Evanston, Ill 


BOARDS OF MEDICAL EXAMINERS 

Alabama E\amimtion Montgomery June 20-21 Reciproc¬ 
ity Continuously Sec, Dr D G Gill, State Office Bldg, 

hlontgomerv 4 , „ , ^ « 4 

Arizona “ Examination Plioenn, Oct 12-14 Reciprocity 
Phoenn, Oct 15 Esec Sec, Mr Robert Carpenter, 27-7 

North Central Avenue, Phoenis , i m 

Arkansas ^ Examination and Reciprocity LitUe Rock, Nov 
10-11 Sec , Dr Joe Verser, Harnsburg 
Alaska " On application m Anchorage or Fairbanks Sec. 

Dr W M Whitehead. 172 South ^rankhn St Juneau 
Caliiornia Written Sacramento, Oct 17-20 Oral and 
Chiucfl/ Los Angeles, Nov 20 Oral for Reciprocity AppU- 
cints LosAngeli.Nov 19 Sec, Dr Louis E Jones. Room 

536, 1020 N Street, Sacramento P K Levin 

Canal Zone On Application Acting Sec , Dr B K Lesm, 

Health Bureau, Balboa flights Rccwrociiij 

oSTT: f::yuss M..; M McConneH. 

Bldg, Doser ^ vrnmmation Washington, Dec 

District or Columbia ^ ^ Contmuously Dep- 

12-13 Reciprocity ^ , p nLioations and Professions, 
uty Director, Department o P‘ Wash- 

mT Paul Foley, 1740 Massachusetts Ave N , 

r.p.,ch Nov 20-22 No 

W IT,., 

St, Miami 36 11-12 Reciprocity 

Glorcia Atla . - 224 State Capi- 

Atlanta, Oct 13 bee, 

tol, Atlanta 3 Dr F L Conklin, Agana 

Guam Subject to CoR be , Reciprocity 

K .000 W .,0 

- r'- 

vient Indiaiiapol^, K of P Bldg , Indianapohs 

Sec , Miss Rudi Kirk, pS K o P ^0 Recipiocity 

K-ANSA-S o Examination Jf^ash, New Brotlier- 

Kansas Clt>^ Jan 21 Sec, ur 

hood Bldg , Kansas Uty Reciprocity 

KeNTUCKI D^efl ?''Te;gue, 620 South 

Continuously Sec, ur 

Third St, Louisville 2 „ ,,ocity New Orleans, 

L 00 .b.*«a H L.™,on, 930 H.ber,,.. 

'ncc o-tu oLG» ^ 

Bank Bldg, New Orleans Brunswick, Nov 1-3 

Mawc Bo, 637, Bn.n,™a 

Sec, 4 O 


Maryland Examination Biltimore, June 13-16 (Tentatiie) 

Sec, Dr Frank K Moms, 1211 Cathedral St, Baltimore 1 
Massachusetts Examination Boston, January Reciprocitij 
Continuously Sec, Dr David W Wallwork, Room 37, 
State House, Boston 33 

Michigan ® Examination Lansing, Oct 24-26 Reciprocity 
Conbnuously E\ec Sec, Dr E C Swanson, 118 Steicm 
T Mason Bldg, West Michigan Ave, Lansing 8 
Minnesota * Examination Minneapohs, Oct 18-20 Reef 
procity November Sec, Dr J P Medehnan, 230 Lo\m 
Medical Arts Bldg, St Paul 2 
Montana Examination and Reciprocity Helena, Oct 4 
Sec, Dr Thomas L Hawkins, 555 Fuller Ave, Hekna 
Nebraska ** Examination Omaha, June Director, Bureau of 
Examming Boards, Mr R K lOrkman, Room 1009, State 

Capitol Bldg, Lmcoln 9 t, ^ c 

Nevada Examination and Reciprocity Reno, Dec 7 Sec, 
Dr G H Ross, 112 North Curry St, Carson City 
New Jersey Examination Trenton, Oct 18-21 Rcctproc 
tty Continuously Sec, Dr Royal A Schaaf, 28 West 

State St, Trenton x c . r 

New Meuco * Examination and Reciprocity oanta re, 
Nov 21-22 Sec, Dr R C Derbyshire, 227 East Palace 

Ave, Santa Fe , , n 

New York Examination Albany, Buffalo, New 

Chester and Syracuse, Dec 6-9 Sec, Dr Stiles D EzcH 
State Education Bldg, Albany 
North Carolina Examination and g 

City, Oct 7 Asst Sec, Mrs Louise J Mchcill, /to 

Professional Bldg, Raleigh , „ , t n la 

NOOTH Daiota Ewmtnalim GranH J™ J’ ‘, 

Bcciliroottj Graml Forks, Jan 14 Sec, Dr C J > 3 , 

Sr, ffra 

cS 366 State Office Bldg, Providence 

SouT^ Carolina ETanunnt.o^. 

Dec 13-14 Sec , Dr Harold E Jervey, jr, a 
St, Columbia, Soutli Carohna 
South Dakota ^ c Fostc 

Reciprocity Continuously Evee bee. Air j 
711 N Lake Ave, SiouY Falls 
Texas ’/xammnt.on Fort W d , ^ Crabb, 1714 Mca.ci 
Fort Word), Dec 1-3 bee , li 

Arts Bldg, Fort Worfi ^ Scc.M 

fflrls. sal> Uln ® , 

Virginia Ktommotion^ond^Rc^^ ’ 

Dec 2 Sec , Dr pL-irlotte Amahc, No' ^ ^ 

vwm Islands toahe, SI U-; 

See, Dr A Adm.n.sln.ar, 4 

Washington Bldg, Olympia 

w 2 t TmctiA^ Samin^on D>' 

W.SCONS.N • E.«™noW” “"Xmas W Tom.ey,)r.' 

S“Bnd.ney St, Marl'S"" 3 o,dfo,ncdp» 

W«M.FO Wr,«e» !D%'n..s"’ S»< 

r&SfS.a'-Ven"" 


in smooth-muscle spasm— 

PRO-BANTHINE 

quiets excessive motility throughout the gastrointestinal tract 


he characteristic that has made Pro-Banthine a 
standard in the management of peptic ulcer is its posi- 
h'e, sustained anticholmergic activity 
Since the eholmergic impulses which activate spasm 
wd the neural component of secretion m the stomach 
p^o activate smooth-muscle spasm m the mtestmes, 
™ anthine provides sustamed suppression of spasm 
roughout the gastrointestinal tract 
epeated independent mvestigations confirm the 
Pro-Banthine m pylorospasm, biliary 
oih cohtis, functional diarrhea and 

unctional gastrointestinal disorders 
for have verified these extended uses 

“of Henrickson^ found the drug 

Sreat value m treating spastic constipation ” 


Bercovitz- states that Pro-Banthine has made possible 
“accurate control” of small bowel motility m ileostomy 
patients And Lumsden and Truelove® declare that 
“Pro-Banthine has a profound effect upon the motility 
of the gastromtestmal tract ” 

The usual adult dosage is 15 mg with meals and 
30 mg at bedtmie For severe manifestations 30 mg 
or more four times daily may be prescribed Pro- 
Banthine (brand of propanthehne bromide) is supphed 
as sugar-coated tablets of 15 mg 




ivjcT I lyig 

2 Bercovil- Z. T Mtdicol Forum Should Coloclomy ond Pfrmn__ 

Botor.dorod for Children w„h Ulcerol.ve Col,.,, Mod Med 25 18 Jjdy U 

3 Lumsden K ond Truetove S C : Infrovenous Pro Ecnihm^ n 

olog/ of the Ga,.ro,nle,t,noI Troct with Sp-col feferenee In 5'?®"°'''= 

Brit J Podiol 32 512 (Aug ) 1JS2 krtcrence to Colonic Di ec e 
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Research m the Ser\ ice of Medicine 
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MEETINGS 


AMCHICAN MEDICAL ASSOCIATION Dr F J. L Blasmgnrae, 53 S 
North Dclirbom St, Chicago 10 , Executive Vice-President 
19 G 0 Climnl Meeting, Wnslimglon, D C, No> 28 -Dec 1 
I 9 G 1 Annual Meeting, Ncn lorh City, June 2 C -30 
IOC I Clmical Meeting, Denver, Nov 27-30 
1962 Annual Meeting, Chicago, June 11-15 
1962 CUnical Meeting, Lov Angeles, Nov 26-29 
1903 Annual Meeting, Atlantic Citj 

AMERICAN 

1960 

Septeinher 

Ameuican Society op Climcai. Pat«oi.ocists, Palmer House, Chicago, 
Sept 24 -Oct 2 Mr Claude E WeUs, 445 Lake Shore Drive, Chicago 
11 . Executive Secretary 

October 

AeVDEvn OF PsvcnosovfATrc MBWCisn, Benjamin F^Uin Hotel. PMa- 
delphia Oct 13-15 For information vvntc Dr Bertram B Moss, 55 fc. 

AcASm^PO^n CEnEwiAi Paesv. Penn-Sheratoo Hotel Pitts- 
burgh, Oct 5-8 Dr Joseph D Russ, 1520 Louisiana Ave , New Orleans 

AMEWMK'^ACADEsa OP^ OwmiAEMOLOCV & fHOEAnWOOEOCa, 

House, Cliicago, Oct 9-14 Dr WiUinm L Benedict, 15 Second St, 

SW Rochester, Minn , Executive Secretan 

Amewcan AcAnran op Pedivtuics Palmer House, Clucago, Ort I"-- 
Dr E H Chnstopherson, 1801 Hinman Ave. Evanston, III, Evecuti e 

Avrewc*;^^ Associvnos of Medicae Cumcs New Orleans. Oct 6-8 Dr 
Toseph B Davis, 134 N Wftsliington St, ^J^u^on, Ind , , 

Philadelphia 4 , Sj^ctarj Auditorium. St Lovus, Oct 21 - 

Amewcan Coeeeoe or Caiwioe , Executive 

23 Dr Philip Reichert, Empire state nicig , I'c 

23 , Executive Director (-i.u.-tl Coneress San Francisco 

AMEmcAN Coeeeoe OP SuuoEO^s. C^icM Congre^^^S^ ^ 

Oct 10-14 For information vvntc ur vviui 

S'oSs 

Amewca^^HeIivt St^'Ne^vlork To. Eveerve Duecli 

25 Mr Borne A Bells 44 E 23 x 0 sv , wwv Conrad 

AMEIUCA^ OroKHrwLoric SociETV Barberry Lane. Roshu 

Hilton. Clucago, Oct 9 E)r josepu v. 

Heights. L I, New San Fraucisco, Oct 30 -Nov 4 

AMtuiCAN nniAOEOOic 

Dr A O DeWeesc. 515 E Mam St . Kent, gj^^^^.H.Uon New 

^'rrCiti*Ocr 2 - 7 °Mr John W Andes, 515 Busse Hvvy , Park B.dgc 

'st r 

Saaiuol M RECONS-rnucTivc S™OEin, Starter 

Amiwcav SociETv of Beastic ^ Broadbenl, 508 E S 

Los vaCt •»* ' 

Timp'te. Salt ^^i^^|*“^P^CTrcE, Hotel Valley Ho SrattsdaK 
'T:r 0^1045 For'^^on vvnte Dr Arthur V Dudley Jr . 15-4 

NoilVi horton Tucson, Aru roiEEOSS DmlomatHotel.Holly- 

ivard Dane. 2530 Ridge Ave . 


AssocrvTioN OF Medical Ieeustbatojvs La Salle Hotel, Chicane 
3-5 Miss Rose M Reyaiolds, Univ of Nebraska Coll of Med, tSoJ i 
Dewey Ave, Oraidia 5, Bceording Seraetary ’ * )'' 

Assocxatioa of MiEtTARx SoBGEOvs OP THE Umted Stvtes Majfuvl 
Hotel, Washington, D C Oct 31-Nov 2 Lt Col George M ’’ 

AUS, Betired, 1726 Eye St, N W. Washington 6 D C 
Associatiov of State aad Teiuutomae Health Officebs, Jict T 
Hotel, Snn Francisco, Oct 26-28 Dr A C Olfntt, 1330 R \lic>u-> 

St Indinnapohs 7, Secretary-Treasurer 
CAEiFonxtA Academv of General Practice Masonic Munonal Tmif’ 

San Francisco, Oct 16-19 Mr William W Bogers, 461 Muht *■ 

San Finncisco 5, Executive Sccrefaiy 
Centhae Association op Obstetricians an-d GvNaecoLOcisTs Xami,' 
City, Mo, Oct 6-8 Dr Herman L Gardner, 633 HeraannPtofossmn' 
Bldg, Houston 25 Texas, Secretary-Treasurer 
Centrae NEunoPSxcHiATWC Association French Lick Ind, Oct U1 
Dr Ralph M Patterson, 473 W 12 Ave , Columbus 10, Ohio, Secn-o 
Ceintcae Orthopaedic SoexETi, Inc , Milwaukee, Oct Dr Chitln 
Frantz, 1810 Wealthy Ave, S E, Grand Rapids, Mich, Setnluj i 
Treasurer 

Congress on Industrial Health Charlotte, N C, Hold ChaTfcttr P 
10-12 For mformntion vvaote Council on Occupational Health Amencj 
Mcdicnl Associnbon, 535 N Dearborn St, auengo 10 
Indiana State Medical Association Sheraton Hotel Frtnch Lict, M 
Oct 2-S Mr J A Waggener, 1021 Hume Mansur Bldg. Inalmaix'F^ 
4 Executive Secretary 

Industrial Hicientb Foun-dation of Aaieiuca Inc Mellon Imtitul 
Pittsburgh, Oct 26-27 Dr H H Schrenk 4400 Fifth Ave fithhm 
13, Managmg Director 

Interstate Postcraduate Medical Association of North "IFbf 
Pittsburgh-Hilton Hold Pittsburgh Oct 31-Nov 5 Mr Roy T Ki?'l 
Box 1109, Madison 1, Wis, Executive Director 
Kansas Cits Southwest Ceintcae Societv, Hotel Muehlebach Kans 
city Oct 3-5 Dc Wilham T Simdge, 3036 Giilham Rd, kansu 0 ^ 

MmWEST^oTOvi ON ALELBn PeM-Sbemton 

22-23 Dr Mac> I Levine, 3347 Forbes Axe , Pittsburpn 13 a 

NAWNATblEmcAL Foun-dation pon Evx Oraw n" 

Oct 9 Dr CIiarlesE Jacckle 136 Evergreen Place, East Oranff ^ 

NATroKATsAPETy Congress Chicago, Oct 17-21 R L Forney 4’5' 

NEu’HtMPst;^ SociETf."Mount WasU.ngmn Ho.d, Bath 

Woo^ N H , Oct 6-9 Mr Hamilton S Putnam 18 School Contri 

a". ‘%"c'v”v sill o.«. 

W^hingto . vvnsynneion 15, D C, Permanent Chamiwn 

College, Durham, N C 30-Nov 3 Mr RoBfrt 

Southern Meoical Association ^ ™ Executive Sred" 

Butts, 2601 Ave B^rmmgbft 5 jcM 

Southern Society ^-30 For infoimalma 

20-22 p'^voHUTR.o 

v.Sr:STOT.'WS'* 

Vt, Executive Secretary rnvnhcr Hotel Virginia Bc«h, w 

Sccretaiy Association Jack Tar Hote ^ 

EvccuUvi. Secretary 


Noienihcr 


(Jki' 


Nov 18-19 
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Treatment of Goiter and Thyroid 
Nodules with Thyroid 

E B Astwood, M D , Carl E Cassidy, M D and G D Aurbach, M D , Boston 


ENLARGEMENT of the tliyroid gland is prob- 
J ably the most frequently encountered disorder 
f the endocnne system throughout the world, it is 
at confined to endemic areas and m the United 
titcs it IS to be seen in all paits of the country, 
otli a mean mcidence of at least 4% of the popula- 
on The significance attached to the lesion m any 
-gion seems to he in inverse proportion to its 
lenience there In endemic areas a large neck 
ia\ be regarded as a normal or even a desirable 
equisition, as m Bavana in years past, in otlier 
egions goiter may be thought aesthetically unde- 
j le, whereas m certain countries, such as the 
■nited States, goiter and especially solitary nodules 
le "idely believed to constitute a dangerous pre- 
^ncerous or cancerous process With regard to 
■s list, the voluminous writings on the subject 
Ttb physicians to fear goiter and 

^ e same hme confusion and dismay have been 
j^ngendered by conflictmg statistics On the one 
it IS claimed that a large proportion of nod- 
at operation are malignant, while 
^ other it has been shown that, while goiter 
cancer of the thyroid is one of the 
^ causes of death The obsersMtion of a large 


The effcctn eness of orally administered 
llijwoid substance in the tieatment of 
simple goiter u as noted 70 y ears ago, hut 
its justification aivaited the modem dis 
covery of the i elation of the thyroid to 
the thyrotrojiic hormone of the hypophy¬ 
sis The present analysis of 230 cases of 
simple goitei demonstrates the value of 
thyTOid U S P , IN Inch i\ as gn en in single 
daily doses, usually of 180 mg at the out¬ 
set This amount caused mild symptoms 
of overdosage in 16% of the patents and 
in some cases it had to he increased in 
ordei to obtain the desired regression 
Thyroid nodules and simple goiter in ere 
reduced in size or disappeared in about 
tiN o thirds of the cases This corroborates 
the older chnical observations as incII as 
the underhung theory and indicates that 
simple goiter is essentially a benign 
process 


England Center Hospital and the Department of Medicine Tofts Uniscnitv School of \fedicine Dr Aurhach is i 
Institute of Arthritis and Metabolic Diseases National InsUtutes of Health Bethesda Md 
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number of patients with goiter over a number of 
years and studies on their response to medication 
witli thyroid should help to clanfy this problem 
and to allay unfounded apprehension m dealing 
with this disorder 

In an earlier publication * it was pointed out 
that the use of thyroid in the treatment of goiter 
was introduced in the mid-1890’s but enjoyed only 
short-lived popularity, and, while the treatment 
was clearly effective, virtually the only evaluations 
of therapy based on the response m large series 
were confined to the last five years of the last cen¬ 
tury Later, when the normal interplay between 
thjToid hormone and thyrotropin became estab¬ 
lished and it was found that expenmentally induced 
goiter could be prevented or reversed by feeding 
thyroid, a pliysiological basis for this treatment 
was evident, and it seemed reasonable to treat 
diffuse and nodular goiter in man with thyroid 
Our fiist publication in 1953 fully substantiated 
the early findings, nonetheless, m recent years 
there have been few e\tensive studies on the sub¬ 
ject and it therefoie seemed worthwhile to make 
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to be of normal size under these circumstances the 
response was also classed as complete A moderate 
response was the designation used to descnbe a 
ranp of effects varying from a small but unequiv 
ocal repession to pronounced regression short of 
a complete response A slight or equivocal response 
was recorded as no response, as was a clearly un 
detectable change Usually more than one obserser 
was involved in these evaluations 

Observations 

As may be seen from the data summanzed in 
table 1, about one-third of the goiters completely 

Table 1 —Response of Simple Goiter and Thtjroul 
Nodules to Treatment with Thijroid 


type of Goiter 

TSliTuse 
Noduliir 
Single nodule 


Kesponse 
Complete Moderato 


a study of a larger senes of patients 
Procedures 

This repoit is based on an analysis of 230 pafaents 
with simple goiter who were observed bv members 
of the endocrinology service heie for periods of 
many months or seveial years duiiiig tlie interval 
between 1945 and 1958 In this interval a great 
many other patients were studied and therapy with 
thyroid initiated, but tliey were not included herein 
because their latei treatment passed beyond the 
clinical control of this hospital 

Thyroid U S P was the preparation used in 
nearly eveiy case and it was given m a single daily 
dose, usually of 180 mg at the outset Observabons 
were made at intervals of from one to three months 
occasionally at shortei intervals, especially at first, 
in response to concern on the pait of the pabents 
or their physicians regarding the natuie of the 
thyroid lesion The size of the goitei was usually 
recorded m grams and reclassified here as l-f- 
wlien estimated to weigh less than 35 Gm, 2-)- 
when between 35 and 50 Gm, and 3-f- when more 
than 50 Gm The goiter was regarded as diffuse 
if the entire gland were enlai ged, even though the 
two lobes differed in size and even when there 
was considerable iriegulanty of the stnicbiie Nod¬ 
ular goiter was designated only when conspicuous 
nodules were prominent or when a single nodule 
was found in an enlarged thyroid Single nodule 
was diagnosed when there was an isolated mass 
in an otherwise normal thyroid gland 

Regression of the goiter was considered to be 
complete when the thyroid shrank to normal size 
or became invisible and unpalpable, somebmes, 
and especially in women with long thm necks, a 
porbon of the thyroid could still be felt by virtue 
of greatei regression in some regions than in 
others When the residual thyroid was esbmated 


regiessed, one-third were i educed ui size, and tli 
remainder changed little oi not at all Tliere wer 
no great diffeiences in response in the three type 
of goiter except that nearly lialf of the single nod 
ules did not become smaller dunng beatment 

Size —Analysis to determine whether initial si» 
of tlie goiter influenced response showed tliat no 
one of the diffusely enlarged glands in the larges 
category disappeared completely, and a largei 
proporbon of the large glands failed to responc 
(table 2) Surprisingly, this trend was not seen ir 
the cases of nodular goiters or single nodulei 
wheiem the laigest glands responded about .u 
well as the smallest 

Duration of Goiter and Age —In most instances 
It was impossible to fix the date of appearance of 
the enlargement of the thyroid, and even when the 
time that it was first noticed was known there was 


Txble 2 —Relation Between Initial Thyroid Size ami 
Result of Treatment 


Vypo of Goiter 


-Re^poii'c 

^o of , --—''—~- 

Pntleafi Complete '\!o()priite 


:Ie nodule 


assurance that there had not been enlargcm ^ 
lobced, before Nonetheless an ana\s 
de taking the date when the goiter was 
iced by the pabent, or by his 
^sician Altiiough there was a 
argements to respond better than ® 8 ‘ j 'j 
,s ft was surpnsmg that the difference 
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)e show-n to be significant (table 3) It was rea- 
oned tint the age of tlie patient would at least 
h m upper limit on when the disturbance could 
ia\e arisen, but again no significant differences 
sere obsen'ed between the young and the old in 
lieir response to treatment 

Table 3 -Response According to Length of Timc 
Goiter Was First Noted 

Response 

> _ 

Diinttfon Yr Complete Modernte None 

2^ -to 24 

to t r 1 1 T 

11 If 2.> 

DhiOTTn 1*1 11 21 

Dose-In the usual dose of 180 mg of thyroid 
laili sjTnptoms of overdosage were noticed by 
inh 16% of the patients, these symptoms were 
I'lavs mild and only occasionally was the dose 
educed The quantity given was mcreased in 11% 
f cases, this was undertaken when there was no 
llect or only a partial one or when radioiodine 
ipfike was not reduced to less tlian 10% of the 
lose Among 51 patients tested, the raioiodine 
iphke durmg treatment was found to be greater 
!an 107o m 19 cases This was not a representative 
■iniple of the group as a whole, however, because 
neasurement of the degree of suppression was not 
oade m most cases and tlie test was earned out 
noie frequently when response was unsatisfactor)' 
Inweier, it is probably relevant that of 24 patients 
knmng only slight regression of the goiter, or 
'one at all, 11 showed that suppression had not 
'cen achieved with the doses given (see figure) 
Imong the patients showing poor suppression were 
ome with a smgle nodule which concentrated 
jdioiodine to a greater extent than the rest of the 
pind Large doses of thyroid sometimes failed to 
educe uptake and regression if size was minimal 
ncse nodules thus behaved like the thyroid in 

40-' 

30- 

I 

9) 

^ 20 - 
0 

a 

^ , 0 - 


0 

none moderate complete 

response and radioiodine uptake during 
""'"t "dh th)roid in 51 pauents 

Some of these nodules were suc- 
'’fthe "ikli radioiodine while die rest 

Pfiitcct "ds suppressed with thyroid and thus 
It, j ^ method first described by Burrow's ‘ 
m P itients thought to have obtained 

kMmum effect from 180 mg of thiToid dailv, 
fj 



the dose w'as increased and in 7 patients furdier 
reduction m size ensued It is probable that a 
larger proportion of the patients w'ould have ex¬ 
perienced regression had the dose been increased 
in each instance until suppression was achieved 
or until symptoms of overdosage w'ere observed 
Relapse —It was difficult to derive an accurate 
value for the rate of relapse after treatment w'as 
stopped The earlier cases were usually treated 
for less than a year, and even when no response 
was seen the treatment was discontinued Later, 
treatment w'as usually continued indefinitely when¬ 
ever it was found that the goiter had not regressed 
completely, in many instances treatment was 
stopped only after the patients w'ere no longer 
under observation and consequently there w'ere 
available only 22 patients who, having experienced 
a complete response, could be studied after treat¬ 
ment was discontinued In 13 of these cases the 
thyroid enlarged again when treatment was with¬ 
drawn and the relapse was detected after an inter¬ 
val of SLx weeks to txvo years The other 41% of 
the patients were observed for from slx weeks to 
three years and the goiter had not recurred 


Table 4 —Response of Patients with Goiter and 
Hypothyroidiim to Treatment with Thyroid 


lypeof GoUer 

Diffuse 
Nodular 
Solitary nodule 


Response 


No 

( omplete 

Moderate 

None 

2’? 

14 

4 

o 

in 

C 

2 

2 

o 

1 

2 



Total 


Hypothyroidism —Of the 230 patients with goiter, 
36 (16%) were found to be clearly hypothyroid on 
clinical grounds, the protem-bound lodme value 
was determined m 29 of these and found to be 
less than 4 0 meg % m 21 A larger number of 
patients exhibited certam features of hypothyroid¬ 
ism, which were reversed by tlie administration 
of thyroid, but the protem-bound iodine level was 
m the normal range and the diagnosis could not 
be established by other objective criteria As mav 
be seen m table 4, the small group of patients with 
definite hypothyroidism responded more favorably 
than the senes as a w'hole, only 7 of 36 showing 
no lesponse If there were examples of chronic 
lymphocytic tlijuroiditis unknowingly included in 
the study, they would probably have been segre¬ 
gated wuthin this smaller group of 36 
Protein-Bound Jodme—Correlation of the pro¬ 
tem-bound lodme level before treatment with tlie 
ultimate outcome was attempted The I'alue was 
considered for tins purpose to be Ion if less than 
4 0 mcg%, high if above 8 0 mcg%, and normal 
if beUveen these values Of the 122 tests available, 
23 were 1o\a, 16 were high, and 73 were normal’ 
There were no real differences m tlie responses of 
the patients with normal or high values, but as 
menboned abo\ e the group of pahents w-i’th h\mo- 
thxToidism and low \ alues show ed a better response 
to treatment 
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Rodwiodtne Uptake —Measurement of the radio- 
lodine uptake before treatment likewise was of no 
value in predicting response Of 165 patients m 
whom this measurement was made before treat¬ 
ment, it was greater than 50% of the dose m 24 
houis m 34 (21%), normal m 106 (64%), and less 
than 15% m 25 (15%) The responses m tlie three 
groups did not dilFei from each other or from the 
group as a whole 

Dwation of Treatment-It was indicated before 
that during eaihei years of this study tieatment 
was usually given foi less tlian a year, it later 
became appaieiit that treatment for longer periods 
was often elfechve and the analysis shown in 
table 5 illustrates tins point Thirty-four pabents 
who did not respond at all took thyroid for less 
than si\ months, and a total of 58 took it for less 
tlian a year Of those showing partial or complete 
regression, the effect was obtained in less tlian six 
months in 55, and a further 50 pabents treated for 
a year or less responded One group of 35 patients 
was treated for two years, and during this bme the 


Table 5 —Responses Observed in Patients Grouped 
According to Duration of Treatment 


Treatment 


Mo 
O-o 
712 
13 24 
>25 


Patients, 

Mo 

80 

74 


32 


Response 


Complete Moderate None 
28 27 St 

18 32 24 

11 15 9 

10 n 7 


effect was sabsfactory m 26, while of another 
group of 32 treated for longer periods, only 7 failed 
to show improvement Some of the pabents treated 
for the longer intervals had experienced some de¬ 
gree of regression during the earlier montlis of 
treatment, and analysis of the time required foi 
maximal regression was difficult to derive 

Comment 

These observations give further confirmation to 
the effeetiveness of thyroid in the treatment of 
simple goiter, a finding first made nearly 70 years 
ago and quickly forgotten In recent bmes this 
form of treatment has usually been greeted with 
skepbcism and, since the wave of concern regard¬ 
ing the possibility that goiter or nodules may 
herald thyroid cancer, has been considered actually 
to be dangerous Most, if not all, goiter is a conse¬ 
quence of excessive secrebon of thyrotropin, a 
compensatory phenomenon resulbng from deficient 
synthesis of thyroid honnone, many tumors of the 
thyroid also seem to depend on thyrotropin for 
their growth Since tliyroid therapy inhibits the 
production of thyrotropin, it is both a logical and 
a desirable form of treatment In the long expe¬ 
rience covered by this study and the larger ex¬ 
perience with patients cared for by their own 
physicians, there has been no mstance of a furtlier 
growth of a goiter or of a nodule after thyroid 
therapy was insbtuted in effecbve dosage 

It IS to be noted that a large proportion of the 
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pabents mcluded in tins study were referred h\ 
\ because of their feeling tliat somethiim 

should be done for the condibon They probabli 
represented the same type of pabent usSally r 
terred to a surgical tliyroid clinic, indeed, m many 
cases the patients had already been adnsed to 
have an operation lest the lesion prove to be can 
cer or become a cancer About one-half of tbe 
patients mcluded in this series were referred by 
their own physicians for diagnosis and treatment 
In this sense the patients were a selected group 
but otherwise they were not, because all of tlie 
patients seen and found to have appreciable en 
laigement of the thyroid were treated with thyroid 
An opeiabon was carried out in only bvo patients 
during the 13 years of die study, and in each case 
tins was required because of tracheal compression 
not promptly relieved by the medicabon Radio- 
iodine therapy was only used on a few patients 
with single nodules not suppressed by thyroid 
Since the series was made up in part of an un 
selected group and in part by a group referred 
because of the possibility of cancer, the outcome 
might properly be compared to published surgical 
statisbcs In any surgical senes of comparable size, 
many would have died, eitlier from the operahon 
or from metastases Further reasons for feeling 
secure m tlie view that thyroid medication is tbe 
bettei form of treatment, that operahons can ac 
complish little in prevenhng cancer of the thyroid, 
and tliat the surgical approach to treatment may 
even do more harm than good have been detailed i 
elsewhere It might further be pointed out tliat 
even tliose who advocate surgical removal of en 
largements of the thyroid are coming to agree tliat 
tliyroid medicabon must be given after operation 
to prevent recurrence Among the pabents reported 
on here there were several referred for treatment^ 
because recurrence ivas already apparent when tiic 
bandages were removed from the neck 

Data in the recent literature on the effectiveness 
of beabnent with thyroid hormone are quite lim 
ited, the few reports found, with data suitabk for 
tabulation, have been compiled in table 6‘‘ TIic 
findings are quite variable, as might be expected 
with such small series, Doniach and colleagues 
observed only 15 of 34 cases to respond and con 
sidered the result as insignificant, whereas Starr 
and Goodwm found that in 36 trials tliere 
some effect in every case While, admittedly', on i 
small changes were noted in some of the case, 
these results are the best yet to be reported,. 

It may be significant that large doses ' 

(up to 300 meg of triiodothyronine daily), sum 
to reduce the protein-bound iodine conteno 
serum On the other hand, Gomez Afanado^ 
considerably smaller equivalent doses o p 
thyroglobulm preparabon (Proloid), rep^\ , 
95% of geter/responded 
and co-workers usmg a different p P 
noted a sabsfactory response m oU 
treated 

70 
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The published results of treatment m cases of 
ooiter diagnosed as Hashimoto s tliyroidihs have 
^en uniformly good, a total of only 24 out of 
158 cases failing to respond In recent years die 
histological diagnosis of chronic lymphocytic thy¬ 
roiditis has been made with mcreasmg freedom 
and a sharp distinchon between die lymphocytic 
infiltration of tlie actively hyperplastic thyroid and 
the condition deseribeci by Hashimoto has not 
been drawn The favorable effects of givmg diyroid 
hormone at once suggest that thyrotropin is patho- 
genetically important m both hyperplasia and 
Hashimoto s disease and also that the tivo condi¬ 
tions may somehow be related It might follow, 
then, that the goiters which were effectively treated 
nth thjTOid hormone were the liyperplashc type 
jnd those tliat were refractory were the cystic, 
colloid, or other types This cannot be die only 
factor concerned in response, however, because 


lesions are regarded as malignant when, m fact, 
they are not Although some selection of cases for 
operation may contribute to the high mcidence of 
diagnosed carcmoma, it carmot be a major factor, 
in many clmics removal of thyroid nodules or even 
diffuse goiter is routine and no factor of selection 
enters, and, more importantly, the experience cited 
here must mean that the mcidence of carcmoma of 
the thyroid is indeed small 

Conclusions 

The consistent findmg that thyroid nodules and 
simple goiter are reduced in size or disappear in 
about two-thirds of cases when thyroid is given 
makes it safe to conclude that goiter is a benign 
process The observabon that further enlargement 
did not occui m any case strengdiens the view 
that fear of carcmoma of the thyroid, so prevalent 
in the United States, has little basis in fact When 


Table 6 —Some Recent Reports on the Treatment of Thyroid Enlargement with Thyroid Hormone 


Response 


j Disease 

-TupV* goiter 

J V( An** 

I Parper et 
j Gjr;toTeli*e 
I iiomez \fana(lor<'* 
j tnlfl** 


'tarr and Goodwin*' 
' D-jalath et nl*« 

^ Laralterg et al“' 

j na>hJT3oto i disease 
I 'tatland et al*‘ 
and Cnle‘J 
j '^lieVetam 
/ ‘ 111 tn et al‘“ 
t P«lach and Roltt‘« 
i ' tlonahey et aU" 

Cr^'* 


Ciilflip 

'Pboinas*'! 



r 

Case® 

Partial or 



Tr 

Goiter Type 

No 

Complete 

None 

Do e ol Thyroid and Comment 

1940 

C71 

Man} 


0 3Gm of prepared thyroid (loO meg of Iodine) 

19o2 

Diffuse 

8 

r 

2 

01 or 0 2 rag of thyroxine for 8 to 12 weeks 


^odulur 

T 

1 

4 


19o3 

DlffussC 

61 

3r 

2-) 

Equl\ nlent of 100 mg of thyroid 


^odulu^ 

9 

0 

3 


19xw 

Diffuse 

33 

32 

1 

Punfled thyroglobulm preparation (Prolold)—1C to 


Nodulur 

27 

2 a 

2 

130 mg for 1 to 12 months 

19o7 

Diffuse 

Se\eral 

Most 


120 to 180 rat 


Nodular 

hundred 




19)8 


30 

36 

0 

oO to 400 incg of trilodoth> ronine for 1 to 8 months 

19o8 



la 

19 

Equl\ alent of 180 mg of thyroid for 12 weeks 

1960 

Diffuse 

03 

40 


oO to laO rag for 3 to 42 months 


Nodular 

12 

10 



19j1 


7 

7 

0 

P’*e\ented postoperntire regrowtb In all of 14 

19.>4 


12 

11 

1 

00 to 180 mg 

19^ 


3 

2 

1 


19oG 


2a 

18 

7 

180 mg for 2 to 9 mo 

lDo7 


14 

13 

1 

1^ to 240 mg for 1 to 3 yr 

19:,9 


97 

83 

14 

90 to 270 mg 

19o7 

Adenocarcinoma 

7 

2 

5 

120 to 180 mg 


medullary card 






noma 

3 

2 

1 

120 to ISO mg 


angloinYashe card 






noma 

2 

1 

1 

120 to 180 mg 

1900 

Papillary 

73 



120 to ISO mg postoperatively no recurrences 

19o7 

9 

o 

4 

120 to 300 mg 


J j'Peplasia would be anticipated among newly 
I ^''^lopmg goiters and yet it was not possible to 
I J " that goiters of more recent origin were more 
J '-"onbly influenced 

j '' '‘*hle 6 a small group of cases reported as 
j "[Y* included because in any sizable series, 
I “ ular goiter would be so diagnosed m a certain 
I U^P'^'hon if examined microscopically The wide 
' tl ^ the incidence of carcinoma of the 

' hand by autopsy sta- 

( iia'u’" indicate the condibon to be rare, and 
J (tat hand by specimens removed at op- 

diagnosis of carcmoma is made 
^t?"*^ntlv, has never been resolved On the basis 
^'^tensive studies Sokal concluded that tlie 
^^^epancx could be resolved if it were assumed 
' diagnosis is good and that pa- 

t '^ing to operation were a highly selected 
' init/ ^ likely explanation is that 

^bipic diagnosis is so difficult that manx' 


it was found that in some cases regression did not 
occur until the dose of tliyroid was increased to 
more than 180 mg dady, or m other cases until 
treatment was continued for a year or longer, it 
xvas clear that some of the patients m this series 
xx'ere treated inadequately The reason that the 
treatment is effective stems from the fact that it 
is based on xvhat are noxv regarded to be sound 
physiological principles 

171 Harrison Axe (11) (Dr Astxxood) 

Mr Thornton Wilder provided expert direction in the 
composition of this maniiscnpt and Mrs Esther Aira gave 
inxaluable assistance 
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Interstitial Pulmonary Fibrosis Secondar; 
to Pulmonary Venous Hypertension 

Report of a Case Due to M)D^oma of the Left Atrium 

Morton Solomon, M D, New Orleans 


(•^TNTERSTITIAL pulmonaiy fibrosis” and “alveolo- 
X capillary block” denote anatoimc and physiologi¬ 
cal characteristics which occui in many pulmonary 
diseases Their presence implies such diseases as 
saicoidosis, Hamman-Rich syndrome, scleroderma, 
and others as diagnostic possibilities It has not 
been appreciated that pulmonary venous hyper¬ 
tension may also be the cause of these syndromes 
The following report is of a case in which the 
venous hypertension was due to a myxoma in the 
atrium The tumor was removed, with remission of 
the respiratory symptoms and dysfunction, but pei- 
sistence of the interstitial fibrosis was revealed on 
roentgenographic examination 


Report of a Case 

A 29-yeai-old housewife, admitted to Chanty 
Hosp 1 t. 1 l on June 18. 1959, had been well nntil 
\uiil 1959, when she developed a slightly produc¬ 
tive cough, with wheezing The cough was pre¬ 
dominantly nocturnal and was productive of one 
teaspoonful to one-half cupful of white 
daily For the previous month the spu tum had been 

'^s.clent .n 

3I,nriU Hospital of Loiiisi im 


A liousewife 29 years of age com 
plained of incieasing dxspnca, piodiic 
tive cough, and wheezing lespiration A 
chaiacteiistic nuniniu of initial steno=i- 
w’as noted The pulmonary function 
studies with aiteiial oxygen dctcninna 
tions suggested the diagnosis of iiitcrm 
tial fihiosis and cathcteiization of Uic 
right heait leiealed pnlmonarj vascular 
hypertension The lung Inops) sliowc' 
chrome giamdoniatous inflainmalion^ 
With surgery a pedunculated mass wa 
found m the left atrium and remoict 
Six months following surgciy the rc»jura 
tor\ symptoms and alveolar capi a 
block disappcaicd hut 
fibrosis peisisted as ohsened in ti.c 
-lays It appears that the mten-titial 

s ao/"a,..II»rv Woa^rc , « |. 

pulmonary xenons ohstriiction 1 ^ 

cipitatmg factor being left ati lal nn \ 
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d strealved She stopped smohing two months 
re admission, after having smoked cigarettes 
[4 years She had no fever or chills but com- 
led of increased sweating, an 8 to 9 lb (3 6 to 
Ig) weight loss, increased fatigability, and 
ousness Her weight at the time of admission 
89 lb (40 5 kg) She was para 5, giavida 5, and 
ncierhad an abortion Her youngest child was 
innths old at the time of surgery 
le patient developed dyspnea two months be- 
admission, which progressively mcreased 
aeritv but did not interfere v'lth her abilitv 
3 housework 

mng the three months before admission she 
been treated for “asthma and unresolved pneu- 
n” A roentgenogram of tlie chest made on 

1 3, 1959, was reported normal, while one 

2 on May 5, 1959, was reported as “positive’ 
lie local health department Her medical Ins- 
revealed the usual childhood illnesses At 12 
i of age she had had pain, weakness, and stiff- 
m both knees, but no fever or joint swelling 
family history was msignificant She had been 
icd 14 years and lived in Southwest Louisiana, 
c and pine tree farming area 

n physical evammation she was found to be 
developed and well nounshed, heavily per- 
ng and coughing, but in no acute discomfort 
™gh appropriately anxious Her temperature 
99 F (37 C), pulse rate 88 per minute, blood 
sure 100/70 mm Hg, and respirations 20 pei 


*5 I P 

n P°steroantenor positioned roentgenogram 

> showing interstitial infiltration and 
"" Pulmonar) conus 

"us minimal thoracic scoliosis and 
) hniph nodes were palpable in the right 

'vas normal The dia- 
’n'ess '"ohile to the 10th intercostal space 

' mt" bases and right middle 

mcreased tactile fremitus in 




Subcrepitant rales, witli wheezing and broncbo- 
vesicular breath sounds, were generalized Normal 
sinus rhythm was present, with the point of maxi¬ 
mum cardiac impulse in the sixth intercostal space 
at the rmdclavicular line At the cardiac apex a 
rumbling mid-diastolic and crescendic presystolic 
murmur was noted The pulmonic second and the 
mitral first heart sounds were accentuated 



Fig 2 —Right anterior oblique positioned roentgenogram 
of chest preoperatively, showing left atnal, right ventncular, 
and pulmonary conus enlargement 


A roentgenogram of the chest showed interstitial 
infiltration with B-lmes of Kerley,’ a promment pul¬ 
monary conus, and enlarged left atrium and right 
ventricle (fig 1 and 2) 

Laboratory data included the following values 
hematocrit reading 34%, white blood cell count 
8,950 per cubic millimeter, with polymorphonuclear 
leukocytes 73%, basophils 1%, and lymphocytes 
26%, and erytlirocyte sedimentation rate 25 mm 
per hour Urinalysis was normal Skin tests were 
negative for tuberculosis (purified protein deriva¬ 
tive [PPD] no 2), coccidioidomycosis, blastomy¬ 
cosis, and histoplasmosis Sputum examinations 
failed to reveal acid-fast organisms by direct smear 
or by culture Candida albicans grew on culture 

Anhstreptolysm titers were 1 200 and 1 100 
Other laboratory data included the following 
values blood glucose 66 mg %, carbon dioxide com¬ 
bining power 25 mEq per liter, blood urea nitro¬ 
gen 15 mg %, calcium 5 1 mEq per liter, chloride 
88 8 mEq per liter, serum sodium 12S mEq per 
liter, serum potassium 4 3 mEq per liter, phos¬ 
phates 4 09 mEq per liter, serum protein 7 68 
mg %, result of vm den Bergh test 0 47 units, com¬ 
plement fixation 1+ units, tbyanol turbidity 4 0 
units, alkaline phosphatase 2 20 Bodansky units 
per 100 ml, and albumin globulin (A/G) ratio 
4 48/3 84 

An electrocardiogram made June 23, 1959 
showed a rate of 100, the P-R mteix'al was 0 20 
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^ waves weie piominent, RSi was piesent, 
and Tah-Taj waves vere nneited 
Pulmonary function studies of June 22, 1959, 
levealed mild lestiictii'e ventilation dysfunction, 
with hyperventilation at rest, suggestive of pul- 
monaiy infiltiation, congestion, or diffuse inter¬ 
stitial disease Aiteiial gas studies ueie inteipieted 


1 A A , Ocl 1, I 9 f,i 


Table I -Pulmonaiii Function Studies of Patient 
loith Myxoma of Left Atnum 


'i’c"!! 

Befoic Operation 
(liinel-’ 1 '))'?) 

Iftpr Opprntion 
(Inn 12,19G0) 

Incpiniiorv cnimcltj 

nHjS cc 

3.700 LC 

Tiiinl \ oluniL 

MiS PC 

4o0 PC 

ixpinitorv rO'Ono AOlunie 

SOI CC 

STjO PC 

T/irce 'Lconcj \ ftnl cnpiicltj 

’ 031 cc 

2,510 PC 

Jofiil utnl cnpiultj 

1 0)1 cc 

2 GIJ cc 

Maximum breatlilnt enpneits 

S) 1 Iters/inm 

100 I lUrc/jjiio 

Rcstmi, minute Aontlintion 

10 Liters 

Oil iters 

Irteiliil owKcn 1008100 = mio Ht 
nroiithlog room air, rc-tloi. 

101 

OS 03 

lire itlilok room air, c\erti=iot 

t4 IS 

93 32 


as noimal at lest, with a significant chop m aiteiial 
owgen pressuie (P 02 ) duimg exercise, indicating 
imxiaired diffusion (see table 1) 

Right caidiac catheteiization showed no increase 
in oxygen satuiation fiom supeiioi x'ena cava to 
left jiulmonary arteiy Resting air aiteiial samihes 
weie slightly to modeiately unsatuiated, but oxy¬ 
gen lest and oxygen exercise aiteiial samples were 
100% satin ated, excluchng any nght-to-left shunt 
The iiulmonary wedge piessure nxas maikedly 
elevated to 38 6 min Hg (normal 5 0 mm Hg) 
Theie was modeiately iiicieased pulmonaiy aitery 
piessure to 55/20 mm Hg (nonnal 25/8 mm Hg) 
and light ventiiculai pressuie to 55/5-12 mm Hg 
(noimal 25/0 mm Hg), vith light ventricular 
end-diastolic x>iessuie elevated Mean jpulmonaiy 
aitery jpicssure was 4-4 6 mm Hg Mean light 
brachial aiteiy piessuie ivas 69 5 mm Hg Oxygen 
consumption was 155 cc pei minute The average 
pulmonaiy artery and super 101 vena cava oxygen 
content were 9 8 vol% and the average right 
brachial aiteiy oxygen content was 13 9 vol % 
The aiteiial-venous diffeience was 41 vol % (noi¬ 
mal 4-5 vol %) Cardiac outjiut was 3,780 cc per 
minute The mitial valve flou' pei diastolic second 
was 160 cc 

There was no nght-to-left and no le£t-to-iight 
shunt The ]pulmonaiy cajiiUaiy piessure was com¬ 
patible xvith elevated left-sided (mitral valve) re¬ 
sistance, 1 e, mitral stenosis On the basis of 
pulmonaiy capillaiy pressure and mitral valve flow 
pel diastolic second, the mitral vab'e size was 
0 9-10 cm* There was significant hemodynamic 
obstiuction (normal valve size, 5 0-6 0 cm') The 
left-sided resistance (mitral valve) was markedly 
elevated, 1 e, 816 dyne/sec /cm Tlie puhnonaiy 
aiteiiolai lesistance was normal, 1 e, 127 dyne/ 
sec/cm'" The total xDulmonary artery resistance 
was 943 d>me/sec/cm 1 e, 3 8 times noimal 
The systemic lesistance was normal, 1 e, 1,469 
clxne/sec /cm"° 


These findings suggested mitral stenosis v,(l 
significant restriction of mitral valve size (09 ]( 
a markedly elevated mitral valve resistance 
(816 dyne/sec/cm'^), modeiately marked pnlnif) 
naiy artery and right ventricular h>peitension amH 
elevated light ventricular end-diastolic preauro 
1 e, right ventricular inefficiency, and nonnal pul 
monaiy arteiiolar resistance ^ 

The patient was transferred to tire surgical sen 
ice for mitral commissinotomy The cardiac surger 
was performed by Di Harold M Albert and tlii 
staff of the Department of Surgery, Louisiana Stati 
University School of Medicine Initially, a le( 
atrial mass was found, but no attempt was mad 
to remove it Subsequently, open heart surger 
with use of extracorporeal circulation was per 
formed on July 29, 1959 Under direct visiializatioi 
tlie left atnum was entered and the peduncubtci 
tumor was found arising from the septum Tin 
relationship of the tumor to the orifices of lli 
pulmonaiy veins was not noted The tumor wa 
removed at the septum and the septal defec 
was repaired The uppei lobe of the lung wa 
grayish and induiated with palpable nodules i 
biojisy was pei formed on a nodule from the ape 
of the lung, subsequently the pathology report 01 
the specimen levealed a gianulomatous inflam 
mation 

The piostoperative course was uncomplicated 
No acid-fast organisms 01 fungi weie seen o' 
pel iodic acid-Schiff (PAS) and acid-fast stain' 


iff' 




> 




* t*’ 



Fig 3—Erect posteroantenor positioned rocnfgenOpMm 
of chest SIX months postoperatively 

Results of lung cultures v'eie negatiw for acid 
bacilli (AFB) and pathogenic fungi roc 
muscle biopsy showed only normal ske e . 

The histology of the tumor revealed 
of the heart” with adenomatoid configur- 

clS 

roentgenogram of the 
1960, showed little change Pulmonarj 
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studies and artenal o\ygen pressures of Jan 12 
I 960 were w'lthin normal limits and reflected the 
patients general improvement si\ months after 
surger)' (see table 1) Her respirator)' symptoms 
Bid completeh disappeared 

Comment 

E\en with modern diagnostic aids, antemortem 
diagnosis of intracardiac myxoma is sometimes 
impossible Manifestations during left are the re¬ 
sult of one or more of three basic disturbances 
(a) obliteration of flow into a chamber, (b) obstruc¬ 
tion of flow tlirough a valve, and (c) arterial 
embolization The clinical signs produced by a 
ball vail e efi^ect, such as changing murmur, attacks 
of cjanosis, dyspnea, syncope, epileptiform sei¬ 
zures, and death brought about by changing posi¬ 
tion, are dramatic A mvvoma of the right atrium 
raa) obstruct the tncuspid valve and result m the 
s)-mptonis of right heart failure or may occlude the 
siipenor vena cava, giving a superior vena cava 
smdrome Similarly, a mass in the left atrium may 
produce mitral stenosis or pulmonary venous occlu¬ 
sion, witli resulting interstitial pulmonary fibrosis 
(see table 2) 


Table 2—Syndromes Simulated by Intra-ainal' 
Turnon and Thrombi 


01'traction 
Infox 


••itllOff 


Right \trlum 
Superior Tcaa ca.\ u 
pyndrome 
Con«tncth e pen 
car(llti« 


Isolated tneuppid 
stenosis 

Introctahle right 
heart failure 
Enlan,ed right 
atrium 


Left \trium 
Pulmonary edema 
Interstitial pulmonar\ 
flbrosi« localized 
Mitral stenosis with 
small atrium 
Interstitial pulmonary 
fibrosis diffuse 
Mitral «teno«I« 


Pulmonary venous hypertension and pulmonary 
'cnous obstruction have been noted to cause pul- 
moniry interstitial fibrosis ' 

It has been stated tliat the diagnosis of pulmo- 
Mr\ venous obstruction mav be suggested by a 
Qistinet clinical picture' 

Our patient showed dvspnea, cough, hemoptysis, 
"'tcrstitial pulmonary infiltration, decreased pul- 
juonar)' ventilatory volumes with normal maximum 
reathing capacity, hyperventilation at rest, and 
ccreased artenal oxygen tension during exercise 
addition, there was right ventricular enlarge- 
‘^‘^ntwitli enlarged pulmonary conus, as revealed 
l' ^^'itgenogram An R' wave was noted on 
hCG Right heart catheterization demonstrated 
s' lentncuhr hypertension, pulmonar)' arteri 
pcrtension, and elevated pulmonari capillary’ 
Ffessiire 
*n 

,1 P*'edominant factor in the pathogenesis of 
ll disturbance may’ be a decrease m 

^''oss sectional area of the capillaries “ or 
^•"ng of the alveolar capillary’ membrane ^ 
"■ '^'^'''donsliip of this fibrosis to that m Hamman- 


Rich syndrome and idiopathic hemosiderosis has 
been hypothesized ® 

The eventual course of this pulmonary syndrome 
after relief of pulmonary obstruction is unknoyvn 
Layvrence ® described a case of constnctive pen- 
carditis, yvith constnction of the pulmonary veins 
of such seventy that release of the heart from the 
pencardium xvas not sufficient for recovery This 
is the only case in the available literature in yi’hich 
release of the obstruction yvas attempted In the 
case reported here, surgerv caused symptomatic 
improvement and reversed pulmonary function 
test results to normal, but the fibrosis yvas un¬ 
changed on roentgenograms This case suggests 
that the alveolocapiUary block is reversible 

The significance of this case of pulmonary fibro¬ 
sis IS (1) the recognition of the venous obstruction 
and possible surgical cure, and (2) its recognition 
as a secondary comphcation in disease obstructing 
the pulmonary veins, distinct from primarv pul¬ 
monary interstitial diseases 

Summary 

Om case is believed to be the first case of pul¬ 
monary venous hypertensive interstitial fibrosis 
yy’hich yy’as diagnosed in life and in yvliich the cause 
of the venous obstruction yvas removed 

7103% Jefferson Hwy Hanhan 23, La 

Drs Walter J Hollis and John H Seabury gave assistance 
in the preparation of this report The special cardiac func- 
bon studies were performed in tlie Heart Stabon, Chanty 
Hospital, wath the aid of Drs Louis Levy II, Walter J 
Hollis, Jorge I Marbnez-Lopez, and Daniel Mattson The 
pulmonary funehon studies were performed b> tlie Lung 
Stabon Chanty Hospital under the supervision of Dr John 
H Seaburj 

References 

1 (a) Andrews E C, Jr Fi\e Cases of Undesenbed 
Form of Pulmonary Intershhal Fibrosis Caused bj Obstruc- 
bon of Pulmonary ^'eIns, Bull Johns Hoplans Hosp 
100.28 42 (Jan) 1957 (b) Hegglm, R, and Zolhnger 
H U Ueber einem Fall son Pulmonalsklerose besonderer 
Aebologie Narbengewebe im Mediashnum Cardiologia 
24 92-93 1954 

2 (a) Bindelglass, I L, and Trubowitz S Puhnonarv 
Vein Obstruchon Uncommon Sequel to Chronic Fibrous 
Mediasbnibs Ann Int Med 4 « 876-891 (Apnl) 1958 
(b) Andrews’" 

3 Luchsinger, P C and otliers Cardiorespiratory Stud¬ 
ies in Hamman-Rich Syndrome, Dis Chest “i'i 52-61 (Jan ) 
1939 

4 Austnan R , and otliers Clinical and Thysiologic Fea¬ 
tures of Some Types of Pulmonary Diseases wath Impair¬ 
ment of Alveolar-Capillary Diffusion Syaidrome of Al\ eolar- 
Capillary Block Am J Med 11 667-685 (Dee ) 1951 

5 (o) Diamond, 1 Hamman-Rich Syaidrome m Child¬ 
hood Report of Case watli Unilateral Pulmonary Artenal 
and Venous Stenosis and Artenosenous Occlusions Pedi- 
atnes 22.279-288 (Aug ) 1958 (b) Andrews 

6 LawTcnce W Jr, Adams W E and Cassels D E 
Constnebse Pencaribs watli Obstruehon of Pulmonary 
Veins, J Thoracic Surg 17:832-840 (Dec ) 1948 

7 Grainger R G, and Hearn, J B Intrapulmonary 
Septal Lyanphabc Lines (B Lines of kerley ) Tlieir Signif¬ 
icance and Their Prognostic Esaluabon Before Mitral Val- 
■yotoms J Fac Radiologists 7.66 76 (July) 1955 



468 


JAMA, Ocf 1, jcj 


The Deep Reflexes in Old Age 

Max Ellenberg, M D, Netv York City 


T he diagnosis of disease on tlie basis of abnor¬ 
mal physical hndmgs must rest on knowledge of 
the noi-mal and its lecognized variations in the spe¬ 
cific parameters mvolved This truism is particularly 
applicable to the diagnosis of diabetic neuropathy 
since the most reliable cntenon m this mstance is 
the objective demonstration of absent knee jerks 
and ankle jeiks or both ' Unceitamty regarding the 
acceptabiht)'^ of this arises from a commonly held 
clinical impiession that these leflexes tend to dis¬ 
appear with advancing years If this is so, then the 
absence of knee jeiks and ankle jerks in oldei pei- 
sons could be consideied a nonnal phenomenon 
and M'ould be anticipated m idatively high fre¬ 
quency Hence, the diagnosis of diabetic neuiopathv 
which IS so fiequently made on the basis of this 
findmg M'ould lose all validity foi two leasons 1 
A laige pioportion of diabetics are older people, in 
this gioup, absent reflexes could then be interpreted 
as a normal piobability 2 In the younger diabetics, 
similar changes could be attributed to the accelei- 
ated 01 prematuie agmg associated vntli this dis¬ 
ease 

The possible vaiiations of normal deep reflexes 
fiom infanc}' to old age is not clearl)'^ delineated in 
the literature The standard texts and leferences in 
neurology actually make no mention of the physi¬ 
ological absence of deep reflexes in oldei persons, 
leaving the impiession tliat such fails to occur, how¬ 
ever, a positive statement to this effect is lackmg 
Two papers m the literature report the absence of 
deep leflexes m the aged population Cntcliley" 
makes the general statement that “the ankle jeiks 
become more and more diflBcult to elicit and finally 
disappeai with advancmg yeais So frequently does 
this occur that one is driven to die conclusion that 
absence of the ankle jerks m old age is ^vlthout 
pathological significance” However, he did not 
present any data to substantiate this statement, oi 
record associated conditions such as diabetes, or 
mention the use of remfoi cement Smitli® found 
knee jerks absent m one-fourtli of men and m 4% 
of women over the age of 60, he found ankle jeiks 
absent m one-third of the men and four-fifths of the 
women m this same group Heie agam the use of 
remfoi cement was not mentioned, nor was theie 
any refeience to diabetes In addition he stated that 

From the Department of Medicine, the Mount Sinni HospitM 


Deep leflexes of 200 noiiiial men and 
women, 20 to 60 years of age, and of 200 
over 65 years ivere tested and tlie findings 
compared With leinforcement all Imt 
two patients in each gionp presented 
both knee and ankle joint reflexes The 
results indicate not only that deep re 
flexes aie present in old age hut that even 
the ease of elicitation is not significant!) 
decreased irith age Absence of deep re 
flexes after remfoi cement must be con 
sidered as abnoimal legaidless of age, 
most of these cases are associated vitli 
diabetic neuiopathy The necessity of 
utilizing the reinforcement phenomenon 
for testing reflexes is emphasized 


the vast majority of absent reflexes lesiilted from 
osteoarthntis, wlule ankle edema and laxity of 
tendons due to prolonged bed rest accounted for 
many more On the other hand, it has been stated 
tliat loss of the deep tendon reflexes is one of tlie 
most delicate tests of disease of the nervous system * 
Because of the absence of specific documentation 
of tlie state of tlie deep reflexes m the aged as well 
as the commonly accepted dictum of deep reflexes 
bemg normally absent in this group, a careful eval 
uation of knee jerks and ankle jerks was made 
routinely m 200 consecutive patients 65 years of age 
or over who wei e known not to have diabetes and 
who were not suffenng from overt neurological 
disease Reinforcement was utilized whenever nec 
essary 

Results 


As seen m Table 1, absent deep reflexes m people 
er 65 years of age is a ranty (1%) rather than a 
mmonplace It is significant to note that the use 
reinforcement ebcited kmee jerks and ankle jer s 
times for an mcidence of 20% It would therefore 
pear tliat the reputed absence of deep reflexes m 
IS group could well be attributed to the nonem 
lyment of remforcement, and that the 
more apparent than real In other \xor s i 
enomenon of remforcement is utilized, 
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!eep reflexes are normally present even in old age, 
nd if “absent" must, bv definition, represent an 
bnomial state 

The relatnely high frequeney vith vdiich deep 
eflexes nere obtained only via remforeement sug- 
csted tint the ease of obtaining them oi tbe degiee 
f responsiveness may diminisb witb tbe passing 
eirs To determine tins a group of 200 healtbx' 
dults, selected at random, many of them actix’e 
dice officers, had tlieir deep reflexes tested in r 
omparable manner The similaritx' of the results 


TABLE 1 —Deep Reflexes in 200 Persons Over 
65 Years of Age 

With Rein 

Persons Present forcement 

-'--S 


No Age Yrs 

Sex 

K J * 

A J 4 

KJ 

A J 

Absent 

i4 Gsh7 > 

M 

n 

Gb 

3 

6 



F 

o3 

4j 

4 

11 

1 (A T ) 

2.1 

M 

09 

22 

1 

- 

1 (4 J nnd K T 
in inio p itlciit) 

23 

F 

2-1 

19 

1 

4 


U SiOi 

M 

li 

1(» 

1 



I 

F 

0 



) 


lal 


180 

101 

10 

29 

2 4 T and 1 K T 


Kflco jerkc 
I ^nlk jerL 


ad especiallv the mdications for and response to 
enforcement are indeed striking (Table 2) The 
nplication is clear that not only (do tlie deep re- 
cres persist with advancmg years, but e\’en the 
ase of elicitation does not decrease 
The one patient in Table 1 who had both ankle 
ad knee jerks absent has been a bed and cliaii 
dden cardiac for the past four years, the pabent 
ith the absent ankle jerks had had sex'ere coaise 
odular curhosis of the liver In the voungei group, 
le one person who had both ankle and knee jerks 
bsent was a healthy 38-year-old woman vdio stated 
'at these responses had always been absent as fai 


'BLE 2—Deep Reflexes in 200 Persons 20 to 60 Years 
of Age (Equal Sex Distribution) 


Persons 


No 

III 

hi 


Age Yrs 

’0-40 

40410 


Kdpo jork 
' jerk 


With Rein 
Present forcement 


KJ^ AJi KJ 
111 104 4 

so 72 3 

101 i-(, 7 


A J Absent 

12 1 (K T ) 

11 1 (4 T and K T 

in nine patient) 
24 2 K T and 1 \ T 


as she could remember The person with the 
sent knee jerks was a healtliv 32-veai-old police 


Discussion 

recognized that the quantitatix'e ten- 
jn reHex response of mdividuals vanes enormoush" 
nre people who normallv exhibit re- 
't ailv brisk responses whereas some normal 
^rsons show deep muscle reflexes onlv m traces 
en With tbe most delicate technique It is i com¬ 


mon mistake to regard the reflex as lost when m 
fact it is not The phenomenon of reinforcement 
often brings the reflexes to light and helps to avoid 
this error with all its momentous diagnostic impli¬ 
cations For those patients who keep tlieir muscles 
tense, the response mav be obtamed by distractmg 
their attention, for those who need an increase in 
tonus, the knee jerk mav be helped bv the Jendras- 
sik maneuver Bv this technique the reflex is ob¬ 
tamed at the moment the patient jiulls his hooked 
hands apart An excellent method to obtain rein¬ 
forcement of tbe ankle jerk is to have tbe subject 
w'hose knees aie shghtlv flexed gently press the ball 
of his right foot against the examiner’s hand 

The absence of tendon reflexes is almost always 
pathological, although m rare cases a healthy per¬ 
son IS found to be devoid of deep reflexes '' In fact 
loss of tbe deep tendon reflexes is tlie most sensitive 
guide we possess to anv interference with the noi- 
mal function of the peripheral nervous system For 
example the knee jerks may disappear early m the 
toxic affections of the peripheral nerves before there 
IS any demonstrable exudence of either motor or 
sensory paialvsis Remforeement xvill make a feeble 
jerk more evident but it has no effect if tlie jerk is 
absent The importance of utdizmg the remforce- 
ment phenomenon is obx'ious from our studies, and 
emphasizes the fact that deep reflexes must not be 
considered absent xvithout this manem^er 

It IS evident that not only do tlie deep reflexes 
persist into old age, but that tlie responsiveness as 
measured by tbe necessity for reinforcement does 
not decrease and tbit tbe use of tins test is essen- 
hal at all ages 

The mference seems clear absent deep reflexes, 
regardless of the age of the patient, must be con¬ 
sidered a patliological findmg xxduch requires expla¬ 
nation In die absence of ox'ert neurological disease 
our experience indicates diat most such cases are 
due to diabetic neuropathy ■' 

Summary 

The deep reflexes are normally present m old 
age Absence of the deep reflexes is a pathological 
findmg regardless of age and requires explanation 
The use of remforeement is essential before labeling 
a deep reflex absent 

45 E 66tli St (21) 
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Treatment of Multiple Sclerosis 
with Tolbutamide 


A Preliminaiy Report 

Glen Thomas Saioyer, M D, Minneapolis 


T he tintidifibGtic action of tolbiitaniide is well 
recognized This drug is, at piesent, widely used 
in the treatment of mild diabetes melhtus 
A lecent article ' on the beneficial effects of tol¬ 
butamide therapy in acne vulgans prompted me to 
use tins drug in one of the young multiple sclerotic 
patients who had seveie acne of the back There 
was remarkable improvement of the acne At the 
same time a striking i emission of the symptoms due 
to multiple sclerosis was evident This effect on the 
neurological deficit induced us to try this drug in 
othei patients with multiple sclerosis A search of 
the literature has failed to leveal any previous dis¬ 
cussions of this drug in relation to multiple scle¬ 
rosis The object of this papei is to present a 
preliminary repoit on the use of tolbutamide ther¬ 
apy in the treatment of multiple sclerosis 
Material and Method —Seven patients, ranging in 
age from 22 to 46, were treated (table 1) The illness 
m all had been characterized by remissions and 
exacerbations Each patient had evidence of multi¬ 
focal involvement on neurological examination 
Tolbutamide, which had been fragmented and 
placed in capsules, was alteinated with sugai-filled 
capsules in all but one patient (case 4), who only 
received the diiig The effects of legular hospital, 
high-carbohydrate (low-fat), and diabetic diets weie 
also compared (table 2) Neither the drug noi the 
diet was changed in any case until there was ob¬ 
vious change in the clinical status of the patient 
A modification of the clinical giading system of 
Lowiy and associates’ was used for clarification 
of lesults (table 3) Impiovement and deterioration 
have, however, not been graded because there weie 
no quantitative measurements in this study Any 
change of a symptom occurring aftei the most re¬ 
cent drug 01 diet change is shown in table 3 

Results-The administiation of tolbutamide in 
the present senes of patients was followed by defi¬ 
nite clinical impiovement in almost every instance 


riom the Division of Neurology, University of Minnesota Medical 
School, and the Neurology Service, Veterans Hospital Dr is 

nonsenice fellow in neurology recening a training stipend from the 
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The study of the effects of tolhiitaniide 
and dietaiy carbohydrate m multiple 
stleiosis lias prompted by an almost com 
plete remission of symptoms in a patient 
soon aftei initiation of tolbutamide tlicr 
apy for acne Tolbutamide was alternated 
with placebo capsules in six of the seven 
patients studied, the dosage langing from 
0 5 to 15 Gm per day The amount of 
dietary caibohydiate was frequently 
changed between high and low values In 
all cases, except when a high carbohj 
diate diet was started, remission iias cii 
dent after administiation of tolbutamide, 
whereas placebo capsule substitution ivas 
foUoivcd by exacerbation In tlie majorili 
of patients, a loiv-carbohydratc diet iins 
beneficial, a high caibohydiate diet 
detrimental 


In some of the patients tins improvement v>is 
lepeated on several occasions, each trial penocl 
being sepal ated by a period of placebo adminis 
tiation A high carbohydiate diet often produtecl 
accentuation of symptoms, whereas a diabetic diet 
of 2,000 calories had the opposite effect Tlic 
change of symptoms usually was fiist noticeable 
from two to seven days after an alteration of dm? 
or diet 


Report of Cases 

::ase 1 -A 22-year-old man, having had s'mp 
ns of multiple sclerosis for tu'o )'ears, was aimjs 
-mptomatic seven months prior to admission 
ease began to progress rapidly soon after n 
le however, so that on admission, m spite 
■eral 10-day courses of ACTH given intw' 
isly, ataxia was so severe that he was jnd 
transfer between wheel chair and bed 


TS 



il Vli, No 5 


MULTIPLE SCLEROSIS-SAWYER 


471 


ilopia, and severe numbness of the hands and 
;t were also constant problems 
Evanunation revealed severe acne vulgaris of the 
hents back, impaired conjugate eye movements, 
ateral horizontal nystagmus, a left hyperreflexia, 
tamed ankle clonus bilaterally, hypalgesia bilat- 
jlv below'tlie T-6 level, and pronounced bilateral 
as of cerebellar dysfunction All laboratory tests, 
lading spinal fluid evamination and an oral 
,cose tolerance test, gave results that were within 
•mal limits 


Table 1—Data on Patients loith Multiple Sclerosis 


Age at Time Duration of Age of On«et 
of Study “ir DI«eo*=e Ir Ir 

22 2 20 


39 

27 

42 

34 

4G 


3 

Ij 

3 
ao 

4 

Is 


24 

24 

24 

27 

30 

31 


'he patient received a regular hospital diet and 
Gm tolbutamide every day for 18 days soon 
!r admission During this period he showed 
larkable improvement so that, toward the end 
his stay, he no longer had numbness and was 
e to walk well with a cane Vertigo and diplopia, 
lougli still present, were much improved 
or the next 10 days a placebo capsule replaced 
daily dose of tolbutamide, and he remained on 
:gular diet Three days after the placebo cap- 
were begun he began to notice numbness of 
nght hand again Tolbutamide, 0 5 Gm, was 
m daily for the next 23 days, dunng which tune 
numbness again disappeared and the hypes- 
iia and hypalgesia were no longer demonstrable 
the time of discharge this patient was asympto¬ 
te except for a slight unsteadmess when at- 
ipting to walk rapidly He was entuely free of 
lopia and numbness 

^'SE 2—A 27-year-old man developed his first 
'ploms of multiple sclerosis only three years 
to admission After several short remissions 
) in the course, his illness had progressed rap- 
On admission examination revealed a pro- 
mced spastic quadnparesis, bilateral impairment 
^ordination, scanning speech, positive Babinski 
IS bilaterally, hypalgesia of the left lower e\- 
tnt), and bilateral optic atrophy Results of 
orator) examinations xvere xxnthm normal hmits 
Ofnl glucose tolerance test gave normal findings 
0 * '0 hospital three days after tolbutamide (0 5 
per day) xvas started, the patient’s strength 
tl' After several days he xvas able, 

n f *■ four months, to move his legs 

the bed when lying in a supine posi- 
'e ataxia of the upper extremihes also im- 
icnt o^'er an eight-day period The 

fixe d^^ given a high-carbohydrate diet 


"s Within 48 hours after this diet xvas 


started he was xvorse m every respect Slurring of 
speech, incoordination, and generalized fatigue 
xx'ere pronounced He was then changed to a dia¬ 
betic diet of 2,000 calones and, over a 16-day pe¬ 
riod, he developed increased strength in both upper 
and loxver extremities Coordmation xvas also im¬ 
proved 

Soon afterxvard the diet xvas again changed, this 
time to a lugh carbohydrate type, the patient again 
started to xveaken After eight days on tins diet he 
xvas so xveak that he could not push his xvheel chair 
and had increased difficulty xvith speech At this 
point the tolbutamide dose xvas mcreased to 10 Gm 
per day, and the diet was changed back to a dia¬ 
betic type consisting of 2,000 calories Within 24 
to 48 hours the patient began to improve dramati¬ 
cally The generalized fatigue cleared, the spasticity 
of tlie lower extremities lessened, and there xvas 
mcreased objective strength in the upper extrem¬ 
ities He xx’as able to transfer between xvheel chau 
and bed more easily The daily dosage of tolbuta¬ 
mide was then replaced xvith placebo capsules, and 
the high carbohydrate diet xvas again started Over 
the next 23 days, the slumng of speech and spastic¬ 
ity of the loxver extremities gradually mcreased m 
intensity At tins point, tolbutamide, 1 5 Gm, xvas 
given daily for 19 days The strength of the upper 
extremities improved dunng this time 

Forty-eight hours after placebos were again sub¬ 
stituted for the tolbutamide, the upper extremities 
developed considerable xveakness and the speech 
grexv fainter and more scanning The patient xvas 
barely able to grasp objects, and it xvas extremely 
difficult to understand him 

Tolbutamide (0 5 Gm) xvas tlien given daily for 
four days Within txx'o days the patients gnp xvas 


Table 2 —Approximate Composition of Diets 


Retulur Hospital Diet 
Calories 
Protein 
Fat 

Carbohydrate 
Hl(,h Carbohjdrate Diet* 
Calories 
Protein 
Fat 

Carbohydrate 
2 000 Calorie Diabetic Diet 
Calories 
Protein 
Fat 

Carbohydrate 


* Induidual daily intake was 


2 250 
7o Gm 
13o Gm 
19a Gm 

1 900 

70 Gm 
63 Gm 
277 Gm 

2 000 

94 Gm 
90 Gm 
197 Gm 

isiired 


again strong, and his speech xvas noticeably im¬ 
proved Placebo capsules xvere agam substituted 
for the tolbutamide After sex'eral days a nght cen¬ 
tral facial paresis xx as noted for the first time, and 
it xvas evident that his speech xvas xvorse 

Case 3—A 39-year-old man gaxe a historj' of 
multiple sclerosis of 15 >ears duration Neuro¬ 
logical examinations m the past had often revealed 
disseminated lesions He had receixed ACTH mtra- 
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venously on seveial occasions, but there bad been 
no evidence of impiovement On admission the 
neiiiological examination levealed extreme spastic- 
itv of the lov'ei extiemibes, positive Babmski signs 
bilateially, hypalgesia of the right hand, hypalgesia 
below the T-12 level, and absent sense of position 
in the lowei extiemities 

Initiallv, the patient leceived a legnlai diet and 
0 5 Gm tolbutamide pei da)’’ foi 10 days Aftei the 
first five davs of this theiapy the patient began to 
improve The hypalgesia of the light hand (which 
had been constantly present foi two yeais) and of 
the aiea below T-12 had completelv disappeaied 
bv the ninth dav Placebo capsules were then given 


turned to the region below T-12 and his nght hand 
There was increased spasticity of the legs and 
unnaiy frequency at this point The diet was then 
changed to a diabehc t 3 fpe of 2,000 calones The 
unnaiy frequency stopped within 12 hours After 
seven days the numbness gradually began to re 
cede, so that it soon disappeared in the nght hand 
and lemained only in the patient’s feet Spasticit) 
also was decreased in intensity Eight days after 
the diet was again changed, this time to the high 
caibohydiate type, hypalgesia was present in the 
aiea below T-12 again Numbness and tingling ir 
this area were pronounced The daily dose of tol 
butamide was inci eased to 1 0 Gm pei dav Threi 


Tadle 3 -Changes in Symptoms'’ 


Ca^e 


{ 


I (illmtaniidp 
Gin Dnilj 
n . 

1 

II "i 

n . 

(I *1 
111! 

0 1 
10 
t 

1 1 
f 

II > 

1 

0 I 
t 

0 5 

0 I 

0 I 
Oo 
1 0 

I 0 

0 1 
0 I 
1 

1 I 
1 

1 0 
t 

1 0 



D n't 

C oordi 

Fndiir 

Spa' 

Piet 

^ rented 

nation 

flnee 

ticity 

Rtgiilar 

18 

+ 

4- 


Regular 

10 

0 

0 


Regular 

21 

0 

0 


Rignbir 

n 

-1- 

4" 

+ 

Hkh cnrbohvdrnte 

1 

— 

-t- 

0 

+ 

Diahotie 

1(1 

+ 

High carhohs drate 
niatictlc 

8 

S 

-f- 

i\ 

+ 


Bliultier Oeiiliir Spn^orv 

Control Simptoins Chimi.i'i Opofch 

+ 


10 

1 

4 

11 

10 
V 
i> 
(1 
10 
1 ■ 
0 


Ull,n carooiijuiim: 
Hii,h ciirbolijdrnto 
HLh ciirbohvdrnte 
Hil-h cnrbnliiilrnto 
nab (iirboln(Irate 

Ii(I,iilar 

Ref,ulnr 

Rej-ular 

Hii,h caibohiUrale 
niabctic 

Hlch caiboln(Irate 
nil,licirboh\(trite 

Diabetic 


Roi-iiliir 

HikIi caiboln (irate » 

High cnrliotndrnte 1 j 

High carbohMlrate to 

Rctiilar 1? 

High cnrboln(Irate i< 

High carbohjdi ate u 

High carbohvdrate -o 


j- 

0 

0 

0 

+ 

+ 


t 

+ 

+ 

+ 


+ 


+ 

0 

+ 

+ 

0 


-b 

0 


+ 

-t- 

+ 


0 

0 

0 

+ 


0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

+ 

0 


J- 

0 

+ 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

+ 


-f 

0 

0 

0 

0 

0 

0 

0 

0 

0 

0 

j- 

+ 

+ 

+ 


0 

0 

0 

0 


a 

0 

+ 

+ 

-i- 

+ 


0 

+ 


{ t Regular “ _ 

1 High caiboln (Irate - 

0 , Regular , * b — 

1 Highcnrbohjdrnte t 

]0 High cnrbolndrnt c la __ 

f PlaWio ^,hoD of tollmliimldo 


0 

0 

•f 


■or 11 days Frequency of uiination increased 

chmted for the placebos and given for six days 

Within 24 horns the minaiy 

After four days the hypalgesia 

peared and there his 


days later numbness remained only m Ins feet,. 

3rS"irma°ntBrs. neurclo, 
synrptom appeared three P™' ? 

respond to the A rpd LiKteral honro' 

n™rgmnV::dtpaS“»^ 

' 3 fpa“»bvasg,ve„to, 1 ,r,.amrde< 10 C. 



\ol 174, No 5 


MULTIPLE SCLEROSIS-SAWYER 


473 


dai) and a diabetic diet of 2,000 calories soon after 
admission The diplopia gradually cleared during 
the next four w eeks, finally it was present only on 
atreme nglit lateral gaze in tlie evening Placebo 
capsules were not used in this case 

Comment 

That multiple sclerosis may be primarily a dis¬ 
order of carbohydrate metabolism has been sug¬ 
gested by several autliors Jones and co-xvorkers,“ 
in 1950, found abnormal glucose tolerance curves 
and elexated pjTuvic acid lex^els in patients with 
this disease LoxxTy and others," tliree years later, 
suggested that multiple sclerosis may be a disease 
imolmg the metabolism of carbohydrate xvith the 
block somewhere at tlie pjTuxuc acid-lactic acid 
lex el In 1954, Henneman^ found elevated xvhole 
blood lacbc and alpha-keto glutaric acid concen¬ 
trations He also found abnormal glucose tolerance 
curx'es, an increased accumulation of lactic acid, 
and an increase, rather than a decrease, in plasma 
citric acid and alpha-keto glutaric acid concentra- 
trations after tlie oral administration of 100 Gm of 
glucose He suggested that, in multiple sclerosis, 
there is a defect m tlie ubhzation of small carbo- 
h)drate fragments 

The difficulties of treatment evaluation in mul¬ 
tiple sclerosis, a disease characterized by remissions 
and exacerbabons, are xx'ell recognized “ Although 
the changes seen m the patients were only clmically 
exaluated, they were usually striking and therefore 
probably significant Changes in the diet were, of 
course, detected by the pabents They were not 
told, hoxvever, xvhich diet was high in carbohydrate 
Of exen that a high-carbohydrate diet might be 
detnmental Also, the symptom changes after diet 
alterabon xx'ere consistent in all cases In spite of 
these facts, it is concewable that a psychological 
factor may have played a role in this part of the 
*tudx The responses to medicabon-placebo re- 
'crsal and to changes in tolbutamide dosage are, on 


tlie other hand, free of any psychological effect as 
the pabents could not disbnguish bebveen sub¬ 
stances or doses The capsules were all idenbcal 

At Hie hme of this xxTibng I am starbng a 
double-blind study of a larger number of pabents, 
this study will mclude evaluabon of certain factors 
which are amenable to objecbve and quantitative 
measurement 

Summary 

Seven pabents wiHi mulbple sclerosis xx'ere 
treated xxuHi tolbutamide In sl\ pabents a placebo 
capsule was alternated xxudi the drug Most of the 
pabents were, in addition, alternated between reg¬ 
ular, high carbohydrate, and diabetic diets wlule 
on either tolbutamide or placebo therapy Definite 
improvement in symptoms and signs xvas seen in all 
pabents under tolbutamide treatment except when 
a high-carbohydrate diet was suddenly started De- 
teriorahon xvas alxvays seen xvhen placebo capsules 
xx'ere subsbtuted for the tolbutamide A low-carbo¬ 
hydrate diet yielded favorable and a bigh carbohy¬ 
drate diet unfavorable results in most pabents 

2115 E Rix'er Ternce 
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C harcot on faith healing —in summary, I believe that for tliose xxho 
xvish to pracbce it, faith healing requires a special patience and special kinds 
of disease xvhich are suscephble to the influence that the mind possesses over 
the body Hysteric pabents possess an eminently fax'orable mental picture for the 
culhvation of faith healing because they are in the first place suggestible, either 
through suggestions commg from xxatliout or more especially because thev possess 
of themselves a very poxx’erful element of autosuggesbon Among these individuals, 
both men and xvomen, the influence of tlie mind ox'er the body is sufficiently efi^echx e 
to precipitate a recovery from some diseases xx'hich, because of our past ignorance, 
XX ere considered incurable Does this mean that from noxx on we knoxx ex entiling 
about faith healmg and tliat e\'er> dax xxe shall see its fronbers rebact under the 
influence of scientific discoxenes^ Certainlx not We must alxxajs search into even- 
tliuig, xxe must knoxv hoxv to be pabent I am sbll among the first to admit ‘There 
are more tlimgs in heax'en and earth than are dreamed of in xour philosophx — 
G Guillain J -M Charcot 1825-1893 His Life—His Work edited and translated 
hx P Bailev, Nexx York, Paul B Hoeber Inc 1959 
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Clinical Evaluation of Phenformin (DBI) 

in Office Practice 

Paul L Barclay, M D , Erie, Pa 


H \P0GL1CEAJIC agents Jjave been used witJi 
vaiying degiees of success in the manage¬ 
ment of diabetes m tlie United States dining the 
last tliiee veais Although it is lecogmzed tliat the 
aiTlsulfonvlmeas liave been helpful in the tieat- 
ment of the mild, stable, matinitj'-onset tjqie of 
patient, it was not until the mtioduction of the 
biguanide compound, phenfoimin, that the full 
lange of diabetic classes, fiom the mild stable 
adult to the seveielv labile juvenile, could be suc¬ 
cessful Iv tieated bv oial theiapv ‘ Although the 
majoiitv of the diabetic population (estimated to 
be as high as 80% to 85% of all diabetics) aie said 
to fall into the mildei adult stable diabetic classifi¬ 
cation, the phvsician who tieats a laige numbei 
of diabetics mav expect to see a significant numbei 
of “pioblem’ diabetic patients, in whom oial thei- 
apy had not been effective m the sulfonyluiea eia 
The pin pose of this lepoit is to desciibe a clinical 
evaluation of phenfoimin m a gioiip of patients 
lepiesenting almost the entiie spectium of diabetes, 
emphasizing, howevei, ‘the pioblem case” 

Methods 


One hunclied and foiii patients weie selected 
foi this senes fiom a piivate medical piactice 
Laboratoiv data obtained on the patients weie 
pinposelv limited to those common tests which 
aie done by physicians in then own offices Inas¬ 
much as livei function tests, leiial function studies, 
and hematological studies have been earned out 
widely on patients tieated with phenfoimin, and 
the safet)' of the diiig has been adequately docu¬ 
mented by many otlieis,’ these studies weie omit¬ 
ted in this suivey 

Unlike many piioi studies on the clinical effec¬ 
tiveness of oial theiapv in diabetes, it will be 
noted that a huge piopoition of the piesent study 
includes patients heietofoie not coiisideied good 
candidates foi oial theiapy Foi instance, 49% of 
the patients in this study had insulin lequiiements 
m excess of 40 units of insulin pei day Fifty-seven 
pel cent of the patients had onset of diabetes undei 
the age of 40 yeais These two gioups of patients 
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One liiindied and foiu diabetic jiatieiits 
of both sexes, langing m age fiom 4 to 83 
years, ivcie studied for seven months in a 
private office jii actice to evaluate the effect 
of phenformin theiapy Most of these pa 
ticnts had had difficulty in controlling 
then dialictes hefoie taking plienfornnn 
Fan to excellent contiol was achieved h} 
91 (88%) with 01 without adjunctive ex 
ogenous insulin, failines which occiiiied 
in 13 cases ircie attiihutahlc to gastiojii 
lestinal, heJiavioial, or enviioninental dif 
finilties Special importance ivas attached 
to the value of combined phenfoimin 
insulin theiapy in ieducing the incidence 
and seventy of hypoglycemic episodes 
and in iinjiioving the contiol of pievioiis 
]y labile jiaticnts 


to 


ave been iiotoiiously pooi in then i espouse 
le aiylsulfonjduiea ffiugs 
Toxicologic studies were puiposely omitted so 
idt the piimaiy emphasis was upon the practical 
Imical use of the diiig All patients in tins senes 
^eie studied in the office without leferial to lios 
ital facilities Hospital admission was not cm 
loyed to initiate therapy Urine tests were done, 
'itli use of eitliei coppei sulfate tablets (Chnitest) 

1 Benedict’s method All tests foi blood sugar 
jpoited in the series were done by the Folin Wu 
ncio-method with a photometei An effort vas 
lade to achieve a balance in this study as to sc\ 
itio, duration of diabetes, and age at onset of 
labetes and to include m the series groups of 
atients illustrating the more common problems 
icing the physician in a private piactice emp ia 
zmg diabetes management It will be seen t la 
le sex distribution has been almost equal, vnn 
5 male and 51 female patients 
All patients were carefully evaluated as to oc 
ee of contiol prior to phenformin Hic'-api, ^ 
istory physical examination, and laboratorx sfua 
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les This applied to both new and old patients 
Most patients in this senes had been prexnoush' 
treated by diet, insubn, or sulfonviureas, xxath \ ar\'- 
ing degrees of success Insulin requirements prior 
to tlie use of phenformin are illustrated in table 1 


Table 1 -Distribution of Daily Iimiliii Requirements Before 
Phenformin Therapy, Accordinp, to Age 


\Fe Range 'Vr 

0-j 

(r\i 

IG-li 

Vr(0 

R .x) 

y 0 
Orer <0 


1 

4 


3 


Lnits of Inpulin Daily 


110 

o 


1 


11 10 31 /) 

3 

8 4 

3 3 

o o 

31 S 

7 n 

1 


51 80 Oror SO 

1 1 

G 1 

3 

4 

2 S 

3 1 


Only a few patients, who m ere newdv diagnosed 
as diabetic, were started on phenformin therapy 
when first coming under mv care In the case of 
patients previously under mv care contiol had 
been evaluated through the use of frequent blood 
sugar determinations, history, and the other cri- 
tena usually concerned in the evaluation of con¬ 
trol These critena aie described in greater detail 
below 

Adults were usually started on a dose of 75 mg 
of phenformin per day xnth onlv' a small reduction 
(5 to 10%) in insulm dosage Follow-up visits were 
sclieduled at intervals of one week, tw'o w’eeks, 
ind finally one month The patients w ere furnished 
"ith forms for uiine-test reporting, and thev’ were 
requested to test their urine four times daily, be¬ 
fore meals and at bedtime, and to keep careful 
records Folin-Wu tests foi blood sugar were done 
It the time the patient was seen, at each v'lsit 
Tliese \ alues w'ere tlien correlated with the carbo¬ 
hydrate content of the last meal ingested prior to 
llie office visit, and the time elapsed between the 
last meal and the test for the blood sugar was 
earefullv' noted Each patient was weighed, and a 
wniplete physical examination vv as performed The 
Close of phenformin W'as usuallv' mcreased m incre- 
oients of no higher tlian 25 mg , until the maximum 
enectiv'e dose w as reached Insulin was reduced as 
indicated, but no particular pattern w'as followed 
in such reduction Rather, reduction in insulin w as 
Ringed by response to phenformin in each case 
All patients were instructed to take jihenformin 
It meal times, rarely was a bedtime dose utilized 
be most efifectwe method of admmistenng the 
eug v\ as to start wath one 25 mg tablet tliree 
imes daily wath meals ^^T^en increases vv’ere neces- 
the first increase was with breakfast, the sec- 
'''c;rease was with the middav' meal and the 
iird increase with the evening meal For example, 
lose patients taking 125 mg of phenforrmn per 
Ici^^lcts at breakfast, tw o vv ith the 
ni'c dav meal, and one vv ith the ev enmg meal Like- 
tikang 100 mg per dav took two tablets 
'1 I breakfast, one wath lunch, md one at supper 


time It was believed that this pattern of adminis¬ 
tration most effectiv'elv' utilized the knovvai thera- 
peutie efifects and duration of phenformm Doses 
of the drug m tins senes ranged from a minimum 
of 37 5 mg per day to 150 0 mg per day Patients 
vv'ho did not respond to 150 mg of phenformm 
dailv' W’ere arbitranlv classified as failures m tins 
group, and no attempt was made to exceed that 
dosage 

In patients under 15 vears of age, the dose of 
phenformm did not m any instance exceed 100 mg 
per dav', with a range of 37 5 mg to 100 0 mg per 
dav’ The av’erage dose m this group w’as 75 mg 
per dav' In those patients ov’er 15 years of age, 
the average dose of phenformin per dav w’as ap¬ 
proximately 100 mg , wath a range of 50 to 150 mg 
per dav' 

No apologv IS made for the fact that placebo 
studies and double-blind techniques were not util¬ 
ized m the studv' In more tlian one-half of the 
patients, such techniques vv ould hav'e been fraught 
with danger, because of the marked lability of the 
patients I believed that adequate control studies 
existed because of my long association wath most 
of the patients before the utilization of phenformm 
therapv'm their management 

Results 

Responsiveness to the drug was classified as ex¬ 
cellent, good fair, and failure Patients classified 
as hav’ing an excellent response had, in all mstances, 
postprandial Folm-^^h^ tests for blood sugar wath 
results of less than 190 mg % at all times tested 
Thev were aglvcosuric more than 90% of the time 
Weight and growth increments in the cases of 
chddren remained normal maintenance of weight 
and vagor m adult patients was maintained, and 
there was freedom from side-effects with thera¬ 
peutically effective dosage of the drug Patients 
classified as havang a good response had onlv rare 
postiirandial results of tests for blood sugar over 
190 mg7o Glvcosuria was present m less than 20%= 
of tested specimens Gastrointestinal reactions vv ere 
minim il and disappeared as treatment progressed 
Weight and growth critena were met 

Patients classified as having fair response were 
those m whom the pnmarv’ benefit denved from 
phenformm therapv was relief from severe hypo¬ 
glycemic episodes These patients showed only 
general improvement in other are is relating to 
diabetic control For mstance, blood sugar levels, 
although not generally under 200 mg % postpran- 
diallv, were lower than before the use of phen- 
fonnm Also there vv as improv ement m vv eight and 
growth entena in the case of children and im¬ 
provement m vigor and sense of well-being m the 
case of adults Generallv speaking, the patients 
whose control is listed as fair were those patients 
in whom control wath phenformin therapv was 
improved but still caiiild not be called satisfactory 
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In this gioup of patients, gastiointestinal side- 
elfects were also more frequently encountered and 
moie difficult to contiol, although they did not 
necessitate the cessation of treatment 
Patients whose response was considered faikiic 
in this senes fell into two categoiies Jn one cate- 
goiv, at the 150-mg maximum dose level, weie 
those patients who showed lowenng effect on the 
blood sugai level fiom administration of phen- 
formin Of the total senes of patients, 8% fell into 
this group In the second categoiy, an additional 
4% of the patients weie classified as failures be¬ 
cause gastrointestinal side-effects were so seveie 
as to lender the continuation of theiapy impracti¬ 
cal Theiefoie, the ciiteiia foi failuie weie lack 
of In'poglycemic effect from the diug m gastro¬ 
intestinal side-effects oi both The objective in this 
study was the evaluation of phenformin as adjuvant 
theiapv Therefore, only the excellence of contiol 
following the use of the oial dose of tlie drug was 
consideied to be of primary importance Reduc¬ 
tion in insulin lequirement was not a factor in 

Tadll 2 —Replacement of Insulin hij Phenformin Tlierapi/ 

Previous Hypoglycemic Therapies of Patents 
Treated Successfully with Phenformin Alone 

Xi\cr on Insulin q 

lii'-ulin cotnplofcH ri|iliipc(l fi 

Oral mlfonylureii'- 3 

'lotnl 17 

Amount of Insulin Replaced by Phenformin 

Insulin Rcplucccl % 

Kill 
)(>—«) 

’r—10 

1P~21 

1-0 2 

None 20* 

' Includes nine patients not jireiioush tunted witli insulin and four 
prci ioush ticiited nith sulfonyluita® onlt 

detei mining excellent oi good iespouse Howevei, 
a diop in insulin dosage was most often encoun- 
teied in the gioups shoxving excellent and good 
1 esponse 

While the replacement of insulin theiapy was 
not a factoi in classification of contiol, and al¬ 
though it was not piimaiily the effect xvhich I 
desued m this study, complete replacement of 
insulin did occui in five patients Fouiteen patients 
1 educed then insulin requiiement by as much as 
50% Of 91 patients previously tieated with in¬ 
sulin, 73 of the entile senes expenenced a signifi¬ 
cant'reduction in insulin lequirement while taking 
phenfoimm Two patients had only a minor le- 
duction in insulin lequiiement, 16 had no reduc¬ 
tion, and 13 patients had either nevei received 
any type of theiapy before oi had been treated 
with sulfonyluieas 

In the management of diabetes with phenformin 
therapy, persistence is most important Altliough 
most patients responded to phenformin theiapv 
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xvithin one to two weeks, several patients m tins 
series had no significant response to the drug until 
four to SIX weeks after the institution of therapy 
in most instances, it was not necessarj^ to increase 
the level of dosage to obtam response, the patient 
simply continued with a reasonable dose of phen 
for mm until response became apparent Of those 
eight patients who were totally unresponsive to 
the ding at the 150-mg maximum dose utilized, 
theiapy was continued for a minimum of tliree 
months before failure was acknowledged 
A ^patient, 14 yeais of age, with diabetes of one 
yeai s duiation, showed no appreciable response 
or improvement in control with use of phenformin 
until two months after the therapy was instituted 
Although, in tins instance, reduction of insulin 
intake was not diamatic (34 units to 30 units 
daily), control improved remarkably at about the 
time I was leadv to discontinue the diug treat¬ 
ment Control has continued to be good since that 
time This illustrates the virtue of patience when 
phenfoiTnin is used A too early discontinuance of 
the diug may result in iinwarianted failures 

Selected Case Histones 

Case 1 —A 56-veai-old man, in whom diabetes 
was first discovered in 1957, had never received 
insulin theiapv He had been tieated ivith tol 
butamide, in a dose of 1 5 Cm per day, and diet 
since the discovery of Ins diabetes The patient 
stated that he had laiely been free from sugar, 
and ovei the six months piioi to being seen m this 
office (April 24, 1959), numbness in both feet and 
seveie, aching nocturnal femoial pain had devel 
oped Since the patient’s prior diet was considered 
adequate, he v’as kept on that diet The fasting 
blood sugar level on this date was 198 mg % The 
uiine was olive gieen on Benedict’s test Tolbiita 
mide theiapy was discontinued, and the patient 
was given phenformin, 100 mg pei dax' On May 7, 
one houi after lunch, the blood sugar level ivas 
174 mg% and tlie mine was sugar-free The pa¬ 
tient continued to take 100 mg per day On May 
25, two and one-half hours after lunch, the blood 
sugar level was 145 mg % and the urine was sugar 
free On June 15, foitv-five minutes after lunch, 
the capillary blood sugai level was 185 ing% and 
the mine was sugai-free 

At this time, the patient stated that he ielt 
better tlian he had in a yeai He had been able 
to discontinue the use of narcotics for control ot 
Ins nocturnal leg pains, and the numbness m his 
feet xvas considerably improved The patient stated 
that be ivas considenng commg out of retirement 
to take over the active management of his busi 
ness which he had been forced to relinquish to 
Ins sons six months previously because of num 
ness in his feet, nocturnal pain and ladgue 
July 13, 45 minutes after lunch, tlie capillary b 
iigm level was again 185 mg% The urine uns 
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sugar free The patient has had no untoward ef¬ 
fects from doses of 100 mg of phenformin per day, 
and he conbnues to have rehef from his diabetic 
neunbs 

Case 2 —A 20-year-old male patient, whose dia¬ 
betes began in 1943 at tlie age of 5 years, had 
always had poor control The patient had been 
hospitalized five times m die previous 15 years 
forseiere diabetic keto-acidosis Unne tests almost 
always showed glvcosuiia Control was considered 
poor when the patient was first seen m Februar)^ 
1959 On March 17, the patient was taking 10 units 
of regular msulin mi\ed with 60 units of isophane 
(NPH) insulin A two-hour postprandial blood 
sugar lei el was 250 mg % The pabent stated that 
even unne test done m the prior three weeks 
showed glycosuna The patient was given phen- 
formm in doses of 100 mg per dav The pabent 
has been seen at inten'als of bvo weeks to one 
month, from March, 1959, tlirough July, 1959, with 
one hour postprandial blood sugar levels as fol¬ 
lows 140,100,144, 126, and 171 mg % The pabent 
has been aglycosunc more than 90% of the time 
Weight has been mamtained There have been no 
episodes of lij'poglycemia The pabent has had no 
side effects on therapy widi phenformin m a dosage 
of 125 mg per day Control has been considered 
outstandmg The insulm dosage has dropped to 
30 units of isophane insulm daily 
Case 3 -A 64-year-old man, a railroad engineer, 
noted the gradual onset of thirst, excessive unna- 
hon, fahgue, and noctuna approximately six 
montlis pnor to being seen in this office on May 15, 
1959 At that time, the patient’s capillary' blood 
sugar level, tliree and one-half hours aftei Ins 
noonday meal, was 251 mg % The urme was bnck 
fed on Benedicts test Physical examinabon re¬ 
vealed a blood pressure of 144/90 mm Hg He 
"eighed 227y4 lb (103 27 kg) A fistula in ano was 
noted The patient was started on phenformin 
therapy, m doses of 150 mg pei day and a dia¬ 
betic vv eight-rcduction diet On May 26, the pa¬ 
tient \v as seen one houi after breakfast His blood 
^ugar lev el wms 115 mg % The urme was sugar- 
ree On June 16, bv’o hours after lunch, the blood 
^gar level w'as 145 mg % The unne was sugar- 
fce On July 6, the pabent underwent a fistulec- 
umv in the hospital No insulin was used m the 
Preoperahv'e or postopeiative period Postprandial 
ood sugar levels did not exceed 160 mg % On 
Ju' 16, one houi aftei a meal, tlie blood sugar 
6 'ul was 167 mg %, and the unne was again sugar- 
On his weight-reduction diet, the pabent s 
''eight dropped from 227% lb to 203y4 lb (92 3 kg) 
tile tmie of WTibng the patient feels well, and 
''•s maintained his vigor, and has been able to 
wntinue his usual dubes This pabent has achiev'ed 
evceiieni conbol on phenformin tlierapy alone and 
through surgery' wathout the 
e of insulin Excellent control on phenformin 


and-diet conbnued when last seen on Sept 8,1959 

Case 4 —A 9%-year-old boy had diabetes which 
started in January', 1955, at the age of 5 y'ears and 
9 months In spite of excellent cooperation on the 
part of his parents and frequent insulm adjust¬ 
ments, the patient’s diabetes had been extremely' 
poorly' controlled The patient had had frequent 
severe insulin reacbons When first seen in Janu¬ 
ary, 1959, at the age of 9% years, the pabent 
weighed 59% lb (27 kg ) and his height was 
52% m (122 7 cm ) The patient was taking 9 imits 
of protamine zmc insulin mixed Avith 19 units of 
regular insulm Since bemg given phenformin, m 
a dosage of 75 mg per day, with 4 umts of regular 
msuhn mixed v\ath 16 units of isophane msuhn, 
tlie pabent’s control has been much improved 
Tliree-hour postprandial blood sugar levels have 
been as follows 76, 203, 60, 56, and 216 mg % In 
spite of the low blood sugar levels, the pabent 
has had no hypoglycemic symptoms In the seven 
months that the pabent has been on combined 
phenformm and msuhn therapy, he has grovvn 
1% in (3 cm ) and has gamed 4 lb (18 kg ), 
whereas his growth m the previous year, on m- 
suhn therapy alone, had been % m without weight 
gam 

Case 5 —A 14%-year-old boy had diabetes which 
began m 1950, at the age of five The pabent s 
control alway's had been poor, with widely fluc- 
tuatmg blood sugar levels and frequent conx^sive- 
ty'pe episodes of hypoglycemia Tlie patient had 
been m severe diabebc keta-acidosis m 1951 The 
patient is a psvchopatliic individual who has con¬ 
stantly battled with authonty He has a poor school 
record This patient exemplifies the worst possible 
adjustment to tlie impact of diabetes m tlie juve¬ 
nile mdividual He was given phenformin m doses 
ranging from 50 to 100 mg per day There were 
no gastromtesbnal side-effects Durmg the slx 
months that the patient was on phenformm and 
msuhn therapy, no improvement in die pabent s 
control was noted In tins case, although rated as 
a failure of phenformin tlierapy, the effect of the 
pabent s lack of cooperahon must be taken into 
account 

Case 6 —A 51-year-old woman had diabetes be¬ 
ginning in 1929, at the age of 21 The patient is a 
cooperative and intelligent school teacher who has 
managed her diabetes well The pabent has had 
frequent severe msulm reacbons coming on wth- 
out Avammg durmg the five vears pnor to the bme 
of this w'Titmg She has noted cvclical vanabons 
in msuhn requirement, rangmg from 30 to 50 units 
per dav When first given phenformm m March 
19o9, tlie patient was taking 24 units of isophane 
insulin dailv Good hv'pogly'cemic response was 
noted wath doses of 100 mg of phenformm per 
da} 5 but the patient bad anorexia, occasional epi- 
sodes of nausea and vomihng, and constant gastro- 
intesbnal distress even when the dosage was re- 
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duced to 75 mg per day After three months of 
leiapy, the patient voluntarily stopped treatment 
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With phenformm 


Comment 


The use of any diug requires that the physician 
be thoroughly infoimed as to both its capabihties 
and its limitations To date, bssue toxicity has 
not been reported inth use of the hypoglycemic 
biguamde compounds, after careful evaluation of 
some 3,000 patients over a period of three years ^ 
ToMcih^ therefoie, is not a limitation of phen- 
foimin In this senes, no evidence of toxicity has 
been found A limitation in the use of phen- 
fonnm has been the occasional development of 
acetonuiia in the piesence of aglycosuna and 
loweied blood sugai levels, indicatmg a starva¬ 
tion type of ketosis witliout acidosis'* Some pa¬ 
tients in this series, quite early in then treatment, 
did indeed show ketosis witliout glycosuna In a 
few instances this was accompanied by slight 
weight loss, even though tlie patient’s control had 
to be consideied excellent according to blood sugar 
levels and urine sugar values In every instance, 
this pioblem was easily met by a moderate increase 
in the carbohvdiate content of the diet, plus a 
slight reduction m the dose of plienfoimin, usu¬ 
ally 25 mg per day 

Another limitation has been the occurrence of 
gastrointestinal side-effects Altliough the problem 
of side-effects with plienformin therapy has been 
widely discussed,® gastrointestmal leaction serious 
enough to wan ant discontinuance of this drug 
occurred in only 5 out of 104 patients m this 
series A somewhat largei number of the patients 
studied had slight gastiointestinal distress, nausea, 
or frequent bowel movements when fiist started 
on tlie drug, but were encouraged to continue 
therapy In spite of these initial gastrointestinal 
symptoms, as they continued to take the drug, tlie 
side-effects became less and less severe and finally 
disappeared altogethei Three patients m whom 
side-effects continued aftei six weeks of therapy 
found that they were able to limit the side-effects 
by taking rest periods from the drug of 24 hours 
duration every two weeks In no instance did nau¬ 
sea and vomiting ever become so severe as to 
produce keto-acidosis, even m those patients in 
whom the theiapy latei was withdrawn 

Seven months’ experience wth phenfoimm thei¬ 
apy in 104 patients of widely varying ages, degrees 
of severity of the disease, economic backgrounds, 
and degrees of emotional adjustment to diabetes 
IS presented in this study The breadth of useful¬ 
ness of phenfoimin m the management of diabetes 
IS impressive Patients from the ages of 3 years to 
83 \ears have been well regulated with the drug 
Patients whose insulm requnements have been 
700 units a day and those who have never re¬ 
ceived insulin theiapy have shown from good to 


excellent respnse to this drug In many instances 
phenformm has been responsible for adjusting hfe 
situahons so that patients whose livelihood wa! 
thieatened, whose peace of mmd was disturbed 
because of marked lability of dieir diabetes, have 
been restored to more useful and certainly 
serene lives 


more 


Too often, one hears both patients and phvsi 
Clans emphasize the abohtion of insulin from the 
management of tlie diabetic as a criterion for the 
effectiveness of an orally given hypoglycemic 
agent Insulin must still be considered tlie most 
proved and effective therapy for diabetes How¬ 
ever, most chmcians are aware of the many gaps 
in the effective control of diabetes which insulin 
leaves because of its very nature 
In an effort to smooth the course of management 
and enhance the control of the problem patient, 
phenformm has been used as adjuvant to insulin 
m this study When it was possible to do aw-ay 
witb msulin, tins was considered a happy circum 
stance, but it was not necessarily the primary- ob 
jective Phenformm has been used by others ivith 
success as complete insulm replacement therapv 
in patients mtli mild, matunty-onset diabetes 
Howevei, one of the primary efforts in this study 
had been to ascertain the value of the drug in 
conti oiling those patients uuth problem diabetes 
for whom tlie use of oral therapy would not pro 
viously have been considered 
Many patients in this study were staited on 
phenformm therapy because of recurrent hypogly¬ 
cemic episodes which they had suffered, m some 
cases for several years pnor to phenformm treat 
went These patients probably represented tlie 
most difficult group in tlie entire study 
In eveiy case but one, it was possible, after the 
institution of phenformm treatment, to eliminate 
these hazardous episodes of hypoglycemia while 
at tlie same time improving tlie level of diabetic 
control Tins in itself has represented one of the 
most giatifying aspects of this drug A patient, 
aged 52, had for several years prior to taking phen 
foimin suffeied from severe episodes of hypogly¬ 
cemia winch came on witliout warnmg symptoms 
Eighteen months prior to beginning phenformin 
therapy, tins patient bad been treated with intra¬ 
venously given glucose seven times foi severe 
convulsive attacks of hypoglycemia In spite of 
the patient’s best efforts, and frequent adjustments 
of insulm dosage, the patient’s diabetes was con¬ 
sideied poorly controlled Since beginning pnen 
foimm therapy, his msuhn requirement dropped 
only 12 units, from 52 units a day to 40 units a 
day Control, however, has been remarkably im 
proved, ivith long periods of aglycosuna, mucn 
more satisfactory postprandial blood sugar c\e , 
but, most importantly, complete freedom from 
sulin hypoglycemia 
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A 37 year old patient with diabetes since the 
age of 13 had hke\wse been plagued for several 
years vitli severe and frequent episodes of hj-po- 
glycemia which occurred without warning sjnnp- 
foms The patient had been warned by his em¬ 
ployer that he could not be continued as an 
emplojee, if further reactions occurred, because 
of the hazard to the patient himself and other 
employees Smce starting on phenfomim therapy, 
the patient’s insulm requirement has dropped from 
M units of insulm a day to 56 units of insulin a 
day Control has improved remarkably, and the 
patient has not had a single further episode of 
severe insuhn reaction m seven months at the 
time of this waiting 

Freedom from hypoglycemic reaction has been 
considered a real benefit derived from the use of 
phenformm therapy," and this has indeed been 
my expenence It should be noted that, early in 
the course of treatment wath phenformm, m pa¬ 
tients w'hose msuhn requirements have been high 
or m those who have a past history of insuhn 
sensitivit)', hjTpoglycemia with syanptoms may oc¬ 
cur In eveii' instance in this series this wms due 


to failure to reduce the msuhn dosage rapidly 
enough after the inception of phenformm treat¬ 
ment In only one instance w'as an episode of 
hypoglycemic reaction seen m a patient after he 
had receiyed phenformm for more than one month 
In the early adjustment period it is, therefore, 
urged that tlie physician be on the alert for hypo¬ 
glycemia in the patient and prepared to adjust 
msuhn requirements quickly in the insulm-sensi- 
tive patient or in those w'ho have previously had 
an insulin requirement in excess of 80 units per 
day 

In the evaluation of the patients m this study, 
it is impressive how' many patients were responsive 
to the hypoglycemic effects of phenformm Ninety- 
six patients or 92% showed at least some measure 
of responsiveness to tlie drug m the dosage lex'els 
utilized Only eight patients show'ed no hypogly- 
^mic effects from use of the drug m doses of 
toO mg The five other patients w'ho w'ere classified 
IS failures show'ed good to excellent responses, 
ut the drug had to be xvithdrawn because the 
patients were unable to tolerate the gastromtestinal 
side effects This, therefore, gives a response rate 
0 phenformm of 92% m tins senes Of the entire 


sones, 51%, or 53 patients, had excellent results 
icwirding to the critena descnbed prex'iously 
"enh'-nine patients, or 28%, had good results, 
representing a good to excellent response rate in 
Us senes of 79%, nine patients had only fair re- 
su ts Tins compares favorably' with studies done 
uu tile effectiveness of other orally' given hy'po- 
S>cemic agents, w'lth the notable exception that 
•uost patients in this series w'ould not be consid¬ 
ered favorable candidates for successful oral ther- 
*P' "udi sulfonvlureas 


Of the 53 patients who are considered to have 
excellent results, 19 had previously been poorlv 
controlled on various therapies Only four had 
previously been considered excellently controlled 
Of those having a good response to phenformm, 
21 had previously been poorly controlled, and 
only 8 had been satisfactorily controlled prior to 
the institution of phenformm therapy Among 
those m whom the drug was xvithdrawn because 
of gastromtestinal side-effects, one had good con¬ 
trol and one had fair control, however, none had 
achieved excellent control with other therapies 
The patients xvho xvere unresponsive to admmis- 
tration of the drug had also not responded xvell to 
other techniques employed m the management 
of their diabetes Only six patients m this series 
had previously taken other orally' given hypogly¬ 
cemic agents pnor to phenformm Txx'o patients 
xvho had been classified as failures on tolbutamide 
therapy, requiring a return to insuhn one year 
before phenformm became available, xvere both 
excellently controlled xx'itli the use of phenformm, 
one xvith phenformm m combination xxnth msulm 
and one xx'ith phenformm alone Txvo patients 
treated successfully xvith chlorpropamide immedi- 


Table 3 —Response to Phenformm Therapy According to 
Duration of Diabetes 


Durotlon of Diabetes \t 

0-1 
1-1 
o 9 
10-19 
20 29 
Over 30 


Degree of Response to 
Phenformln Therapy 


ExccUont Good 


ately pnor to phenformm, responded excellently 
to the phenformm therapy' There xvere txvo pa¬ 
tients on tolbutamide therapy, xvitli poor control 
xvhen first seen, one had an excellent response to 
phenformm xx'itliout msuhn and one a good result 
xvith insuhn and phenformm Table 3 shoxx's the 
response to phenformm therapy accordmg to the 
duration of diabetes In summary', 83 patients did 
significantly better xvith phenformm alone or phen¬ 
formm plus msuhn than tliey did on the regimens 
used prior to this studx' 

An analysis of the failures reveals the folloxvmg 
pertment data The greatest number of persons 
classified as failures ongmate m the labile matu- 
nh'-onset group and m the groxvth-onset group 
xx'ho had passed tlie age of 15 years There were 
only txx'o fadures among tlie stable matunty-onset 
group It was quite mteresbng tliat both patients 
responded xxeU to the phenformm, but the drug 
had to be xx'iUidraxx'n because of gastromtestmal 
side-effects In the matuntv-onset labde group six 
fiilures were reported In this group, there xvere 
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three failmes due to lack of responsiveness and 
three failuies because of gastrointestinal side- 
eifects 

In patients in the giowth-onset group whose 
ages were still under 15, theie were three failures 
In the growth-onset type diabetics, the degree 
Or responsiveness to the duig must be correlated 
with the degiee of cooperation that one can ex¬ 
pect, both from the patient and the parents of 
this type jDatient It would be interesting to specu¬ 
late on the degiee of response which might be 
seen could one obtain ideal cooperation in those 
cases 

Responsiveness to phenformin as to other orallv 
given hypoglvcemic agents seems, therefore, to 
be best in those patients who have had diabetes 
less than 20 veais, whose onset was after tlie age 
of 30, and v'hose diabetes had been relatively 
stable on prior therapies However, it is important 
to note that, in the entire series, only 44 patients 
were considered satisfactorily controlled prior to 
phenformin therap^ Of the 44 patients, only 3 were 
controlled less satisfactorily after tlie institution of 
phenformin therapy, and of these 2 were frank 
failures Fifts'^-one patients weie considered poorly 
controlled prioi to treatment v'lth phenformin In 
forty-two of these patients, control improved from 
fair to excellent Bv far the laigest number of 
failures occuired in previously poorly controlled 
diabetics on othei therapies The remaining nine 
patients in the series were newly diagnosed dia¬ 
betics In this gioup, there were seven excellent 
1 espouses and two fiank failures 

In those patients in whom it was possible to 
tieat the diabetes with phenformin alone, nine 
had never received msuhn, five had complete le- 
placement of insulin witli phenformin, and, in 
three cases, it n^as possible to switch the patient 
fiom tieatment with sulfonylureas to phenformin 

Other than gastiointestinal side-effects, xvhich 
necessitated the witlidiawal of phenformin in five 
patients m this senes, failures with phenformin 
therapy might be ascribed to the following prob¬ 
lems (1) emotional problems, (2) dietary indis- 
cietions, and (3) lack of physiological lesponse to 
the hypoglycemic action of the medicament at the 
dosage levels consideied practical for this study 
(150 mg/day) 

Other investigatois have reported good tolerance 
and satisfactorx' control of many diabetic patients 
with daily phenformin doses of 200 to 400 mg ^ 
It IS possible that some of the eight patients who 
failed to lespond to the ding because of the daily 
maximum dose limit of 150 mg might have done 
well on higher doses This experience shows, how- 
evei, that xxath the )udicious use of phenformin 
in moderate dosage, a high rate of hypoglycemic 
response may be achiexnd 
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Summary and Conclusions 

Tlie influence of a new non-sulfon}'lurea orallv 
® ^Sent, phenformin hydroclilo 

ride (DBI), on the control of the diabetes m a group 
of diabetic patients was evaluated These patients 
were selected for study because they presented 
problems in diabetes management The shid\ 
covers a period of seven months In the dosage 
range of 37 5 to 150 0 mg per day, m divided 
doses with meals, phenformm with or without 
adjunctive exogenous insulin made it possible to 
achieve fair to excellent control of the diabetes 
in 91 of these 104 patients (88%) Eightv-tliree 
(80%) of 104 patients experienced significant im 
provement in diabetic control after the me of 
phenfoiTOin Eight patients (8%) failed to be con 
trolled with phenformin therapy because of be 
havioial or environmental problems, dietary abuse, 
or lack of adequate response at dosage levels used 
Another five patients (4%) failed because gastro 
intestinal symptoms necessitated withdrawal of 
administration of the drug Phenformin is a safe 
and effective orally given hypoglvcemic drug winch 
IS suflficiently wide in its range of activity to be 
consideied the oral therapy of choice in the man 
agement of diabetes 

449 Tenth St 

The phenfonnin w as furnished as DBI for tins study b) 
tlie U S Vitamin &. Pharmaceutic il Company, New York 
City 
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Comparison of a Tranquilizer and 
a Psychic Energizer 

Used m Tieatment of Children with Behavioral Disorders 

Stanley J Geller, M D , Redondo Beach, Calif 


T he term “behavioral disorders” represents a 
description of sjnnptomatology, an incomplete 
diagnosis that omits ebology and pathogenesis For 
the purposes of tins paper, it refers to the child 
\'ho IS generally h^'peractive, overly aggressive, 
and poorly integrated That is, tlie hyperactivity 
and aggression are not goal-directed, havmg their 
source in either an emotional conflict, a metabolic 
disturbance, or a morphological lesion 
Deanol (2 dimethylammoethanol), a substance 
found normally m the biam of man and other 
mammals,' has been reported to give good results 
m the treatment of children with behavioral aber¬ 
rations"'' Such children pose senous problems to 
themselves, then families, and society In tlie past, 
results of them treatment have been discouraging 
The advent of the newer psychotropic drugs has 
brought an increased measure of hope to the situ¬ 
ation Even many who feel that long-lasting bene¬ 
fit can be derived only from the psychotlierapeutic 
approach are commg to rely to some extent on 
the concomitant use of drugs 
Because these reports were so encouiagmg and 
oecause the theoretical considerations relatmg to 
the mechanism of action of deanol are of great 
interest, it seemed important to utilize tins agent 
in a double-blind study in children Furtliermore, 
inasmuch as sedatives and tranquilizers have been 
reported to be beneficial m such jiatients, tlie m- 
elusion of some depressive agent m the study 
seemed desirable For this purpose we used 
turneglamide (trimethoxybenzoyl-glycme-diethyla- 
■^ide), a new mild sedative and soponfic ° 

Methods and Materials 

Por tlie purposes of tins study, 75 children were 
iised in a ‘double-blind’ arrangement Tliese clul- 
_^ren were all considered to be in essentiallv good 
Pusical health’ Each was selected only on tlie 
"ISIS of Ins sjTuptomabc behawor, which was 
Ijyinh of the poorly controlled aggressive tv^ie 
_^ nggre ssive behaxuor consisted of general 

""" Geller Clinic for Neurologr nnd rsjchiatn 


Seventy-five hyperactive, poorly inte¬ 
grated children ivere divided into groups 
of 25 for a comparative study of the ef¬ 
fects of tivo drugs on their behavior One 
group receixed a psychic energizer (de¬ 
anol) in doses of 50 mg twuce daily, the 
second received a sedative (trimegla- 
mide) in doses of 250 mg twice daily, 
the third received a placebo Systematic 
observations -were made before and after 
the period of medication Analysis of the 
results showed that deanol generally in¬ 
creased the child’s poiver of concentra 
tion as manifested in integrative tasks 
such as piuszle solving Trimeglamide 
generally alleviated tantrums and diffuse 
hyperactii ity The placebo group did not 
manifest either of these effects The 
author suggests tlie conconutant use of 
these two drugs in overly aggressive, emo 
tionally disturbed children 


hyperactlVlt 3 ^ short attention span, and poor rela¬ 
tionship with parents and teachers as well as belli¬ 
gerence toward peers Inclusion in the group was 
not related to knowm or probable etiological diag¬ 
nosis 

Tlie children were dmded at random into three 
groups of 25 each, one group receiving 1 tablet 
of trimeglamide (250 mg) twuce daily, one, 1 
tablet of deanol (Deaner) (50 mg ) ^vlce daily, 
and one, 1 tablet of placebo twuce dailv All tablets 
matched as to size, color, and taste Tlie agent 
each cliild received dunng the course of study was 
not knowui to tlie physician or the ancillary' staff 
unbl after the results of treatment had been 
evaluated 

Prior to medication, an mibal intenuew was held 
with tlie mother of each child wherein the per- 
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sonahtv pictuie of tlie child from the point of 
view of tile patent was noted in detail During 
this inteiview much emphasis was placed on the 
patteins of the child’s behavioi in i elation to each 
patent, his siblings, and his peeis In addition, the 
mother was questioned legardmg the child’s manual 
de\teiity and his ability to concentiate on tasks at 
Home and school Sleep distuibances, if piesent, 
weie also noted Following this, there was a period 
of clmical e\’aluation of the child in verbal and 
plav sessions Dining this peiiod of obseivation, 
the child s powei of concentiation was estimated, 
as was any oveit evidence of anxiety Specifically 
designed frustiatmg situations weie set up dming 
this evaluative session Many of the same questions 
conceiTiing relationships with patents, fiiends, 
teacheis, and siblings which weie put to the par¬ 
ents weie put also to the child In oidei to estimate 

Tahlc 1 —Behavioral Manifestations of Children Prior to 
Administration of Medication 


P ircnts’ Compl unts 

No of 
Cases 

Clinical Evaluation 

No of 
Cases 

Frequent tantrums 

75 

Restlessness 

75 

Sleep disturbances 

43 

Unclear speecli and 


Aggression® toward 


tiiought production 

69 

siblings 

69 

Nail and finger biting 

72 

Disregards instructions 

75 

Apatliy 

67 

Cues easily 

56 

Losing at checkeis 


Easily discouraged 


“try again” 

8 

in work 

75 

Working of puzzle 


No fnends 

59 

5 minutes 

75 

Eating problems (un¬ 
der- or ovei eating) 

72 

Spontaneous activity, 
purposeless 

75 


“This denotes dangerous aggression in tlie fomi of violent 
attacks 


given 


his ability to concentiate, each child was 
two puzzles, the same to each, and the time taken 
for solution was noted The mannei of appioach 
and the reactions manifested duiing the attempted 
solutions weie also caiefuily noted Fuitheimore, 
the child was obseived duiing a peiiod of spon¬ 
taneous activity to deteimine the amount of lest- 
lessness and the degiee of boiedom oi inventive¬ 
ness as well as die ability of the child to direct 
his activity towaid some goal without outside di- 
lection During this peiiod he could diaw oi paint, 
use clay, and follow his impulses m any way 
within the limits of a playioom enviionment 
Aftei this initial work-up, the thiee gioups of 
patients weie given the medicament Aftei they 
had leceived medication foi tliree weeks, a second 
evaluative inteiview was held \wth each child 
This mteiim interview was biief in nature and 
mainly designed to adjust the dosage of the diug 
and to obseive any possible toxic leactions None 
of the subjects appealed to have received too much 
medication at tins time, and tlie dose was m- 
ci eased to 1 tablet three times daily The childien 
weie not seen agam until the end of the study, 
10 weeks latei The motheis weie instiucted to 
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keep notes on the progress of the children durmc 
the ensuing weeks and to be on the alert for am 
rasii, undue drowsiness, increase in restlessness or 
any other impressive behavioi al changes and to 
lepoit these at any time 

Aftei tieatment for thiee months the mother 
and child were interviewed sepaiately, as at the 
outset of theiapy The findings at these two inter 
weivs befoie and aftei treatment were compared, 
and the therapeutic agent was evaluated 

It would not be amiss to describe in some detail 
the piocedme followed dining the psychiatric eval 
nation of the child The child and the observer 
proceeded to the playroom, which was minimaih 
furnished In the beginning, the observer attempted 
to gam some rapport with the child by asking him 
various questions about school and siUiations at 
home and at play This almost always served to 
allay the initial anxiety that all childien feel in a 
strange situation Aftei this, two jigsaw puzzles, 
one consisting of 12 pieces and another, more diffi 
cult, one consisting of 26 pieces, were submitted 
foi solution, one at a time All of the children 
finished the fiist puzzle without any difficulty, 
thus, in tables 1 and 2, the time tabulated repre 
sents the time taken to complete the more difficult 
one Actually, we weie piimaiily interested m how 
long the child would work at the puzzles rather 
than whether he would complete them After tiic 
puzzles, the child was engaged in a game of check 
eis The plan was to have the child lose the game 
and to obseive Ins reaction to this Some of tlie 
vounger children weie unable to actually plav 
according to the rules, but m these instances the 
game was nei'ertheless biouglit to a conclusion 
The child was then allowed a free play' period, 
dunng whicli he was closely observed for nail 
biting, mannei and content of speech, general 
attitude in teims of aggression, apathy, or restless 
ness, as well as foi the specific activity entered 
into If the child took the play material such as 
clay, paint, or cray'on and worked at it consist 
ently for the several minutes remaining, this was 
classified as “pmposeful”, whereas, if the sponta 
neous actix'ity was random and unproductive it 
was classified as “puqooseless ” 

Trial Subjects 

The 75 children ranged m age fiom 5 to 12 years 
(median 8 years) Each was selected on the basis 
of Ins symptomatic behavior and regardless of “‘f 
etiology. The social, familial, or psychodvnamit 
factors involved will not be described here ut 
die entire group, six childien or 8% had been 
eluded fiom school because of dieir 
behavior Of the remainder, 58, or 
perforaimg m school far below Aeu- adH^ 
capaWihes The final 11 

semed no parbcnlar problem '".f" 
considered by their parents a problem m the liom 


90 



\ol I'i No 0 


TRANQUILIZER & PSYCHIC ENERGIZER-GELLER 


483 


Results 

Table 1 summarizes the behavioial manifesta¬ 
tions of the children prior to medication For 
comparison of the results obtained with each agent 
after three months of treatment onlv those types 
of bebanor present initially m all the children and 
obsersed by both parents and physician are con¬ 
sidered in Table 2 The ratings are subjechye and 
were denied from the reports of the parents and 
from tlie results of the intenaews 
Tlie data clearly indicate that deanol is of ap¬ 
preciable simptomatic benefit m children with 
behavioral disturbances In particular, it mcreases 
ilie positive functioning capacih' of the child 
Puzzle solving abilih' and organization of actmty 
improved much more in the group receiymg deanol 
ban in the other hvo groups Trimeglamide, on 

Tsble 2-Number of Casa Showing Various Degrees of 
Imjnoicment" In Various Syinptonu with Administration 
of Trimeglanide, Deanol, and Placebo 

Tnmegluinide De tnol Plucebo 


Sjinptoin 

1 I MI LI 

OI 

GI 

MI 

LT 

OI 

GI 

MI 

LT 

OI 

rantruin 

3 

1 

1 

13 

4 


3 

3 

2 

4 

12 

*Wp (JL turbance 

12 3 

1 

1 

4 

r. 

4 

3 



3 

7 

Upre< Ion toward sibling 

11 ^ 

4 

2 

8 

7 

3 

o 


2 

7 

11 

''’<r»‘kard'* instructions 

7 li 

) 

1 

11 

9 

'' 

2 


3 

G 

14 

ne ea llj* 

10 3 

1 


7 

G 

, 


1 


G 

17 

r'adly di couraged In work 

4 14 

o 

, 

0 

in 

4 

2 


1 

3 

21 

'0 friends 

4 8 


2 

0 

G 

3 



8 

2 

12 

fatltiR proideme 

12 8 

3 

1 

10 

4 

3 



1 

3 

13 

Re tl^ no 

10 4 

1 

1 

11 

0 

j 

4 



2 

23 

^ncl^ar speech and 
ihouRht production 

7 9 

4 

1 

12 

9 

2 

1 



4 

20 

''all and flnter liltint, 

9 , 

8 

2 

14 


j 




3 

22 

Mathy 

4 8 

0 

4 

13 


, 




1 

18 

If IdR at checkers 

Irj a^tdn 


2 

1 

4 


1 

1 




1 

l^orllng of puzzle 
minutes 

r 8 

in 

1 

14 

0 

1 

1 




2> 

'ri'ntaneous actU Ity 
imrro clul 

8 I 

12 


12 

10 

1 

1 



2 

23 

irrtil iI^pro^ed MI—moderated 

irnf .1 Ol-no liniirovemcnt 
'tTpre cd ns number of cases 

iinpro> ed 

LI 

—little 

im 


he otlier hand, demonstrated its most beneficial 
meet in the alleviation of such tensions as tan- 
nims and restlessness It appeared to make the 
'WDjett calmer and more compliant The gioup 
^eeeiving placebo showed few inst<ances of sigmfi- 
-'nt improvement 

There vas no evidence of to\ac reaction or other 
untoward effects, nor did any subjects show signs 
^ oierdosage in the form of drowsiness oi oaer- 
sbmulation 

Comment 

Only a complete work-up, including a detailed 
j 'f'cal and soci il Instorv' as w ell as neiuological 
^ psvcbiatnc ei’aluation, will provide the basis 
‘'‘ specific diagnosis in a child manifesting emo- 
ona disturbance through maladaptiv'e behis’ioral 
erns With the apparent benefit afforded bv 
‘''“•IS psicliotropic drugs, many workers feel that 


this negates the psychological basis for many of 
the emotional disturbances observed m cluldren 
This IS patently fallacious, for it does not consider 
that vanous emotional states could indeed mduce 
humoral imbalances win eh might be detectable 
biochemically Some of the psychotropic drugs may 
introduce substitution or replacement therapy 
widiout really treating the ‘causal factors” or essen¬ 
tial pathophysiological changes It is still valid to 
hold that the answer to this clmical problem which 
IS Tiest’ from the long range point of view lies 
in the psychotherapeutic approach To be sure, the 
concomitant use of drugs may often be indicated 
The results of tins study indicate that both 
deanol and trimeglamide are of sjmiptomatic bene¬ 
fit m cluldren with behavioral disturbances It does 
appear, however, that these two drags aie of 
benefit m different ways 

Deanol seems to improve the ability of the child 
to mtegiate Ins lesidual skills more effectively and 
to sxmthesize better ways of solving problems This 
was demonstrated when 14 of a group of 25 chil¬ 
dren who had received this drug showed greatly 
improved performance m working tlie puzzles pre¬ 
sented to them, 9 showed moderate improvement 
Since these puzzles were designed to estimate the 
child’s power of concenhation it mav be concluded 
that deanol is apparently effective m increasing 
this power This conclusion confirms tlie observa¬ 
tions made by other investigators “Also, 
spontaneous activity of a purposeful nature noted 
m the final period of clmical observation was great¬ 
ly unproved m 12 of a gioup of 25 children re¬ 
ceiving deanol, it was modeiately improved in 10 
This may be attnbuted to increased attention span 
and alertness, responses that parallel those reported 
bv others"" '® 

Trimeglamide, on the othei hand, appears to be 
most beneficial m alleviating such m mifestations 
of basic tension as tantrums, restlessness, and dif¬ 
fuse hj'peractivity and in making the patient 
calmer and more compliant Thus, it is noted m 
Table 2 that of the 25 children receiving tins 
agent, 20 showed marked reduction of tantrums 
and 3 moderate reduction, also, 19 showed marked 
and 4 moderate reduction m restlessness 
Altliough deanol has some effect on surface irri- 
tabihW and anxiets, this effect is not as great as 
that exerted bv trimeglamide It may be postulated 
that much of the disturbed child’s restlessness and 
iiritibility stems from fatigue and frustration due 
to a disorganization of personahti’ It may be this 
fraction of irritability that is benefited bv deanol 
Pirbcular attenhon is called to the minimal 
effect, if inv, upon svanptoms or perfonnance mani¬ 
fested b\ the placebo Not one child m the group 
receiving tins substance registered anv impro\e- 
ment m abiliW to work the puzzles and onK two 
showed even a little reduction in restlessness and 
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inciccise in inuposefu] spontaneous activit}' Tins 
Itself "PO'^'eifuI placebo” is noteworthy m 

It would appeal fiom this study that deanol 
might be useful paiticulaily in improving perform¬ 
ance m children with pioblems of behavior and 
trmieglamide of value as a mild sedative in such 
children The two diugs might well be used con¬ 
comitantly m some instances Whethei the diffei- 
ences in action manifested by this psychostimulant 
and this sedatii'e can be considered properly to 
represent differences m action between these hvo 
classes of diugs can be answeied with confidence 
only aftei much moie u'ork is done in this field 

Summaiy 

Deanol (Deanei), a “psychic eneigizei,” and 
tumeglamide, a mild sedative, were compaied in 
a double-blind study ini'olving 75 emotionally dis¬ 
turbed chiJdien Each of thiee groups of ^ le- 
ceived either deanol, tnmeglamide, or matching 
placebo The effects of the psychic energizei were 
found to be distinctlj'^ different from that of tlie 
sedative Deanol was found useful in improvmg 
the child’s skills and perfonnance and trimegla- 
mide m alleviating manifestations of tension The 
placebo had minimal effect No side-effects weie 
observed mth any 
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Reversible Refractory Anemia 
in Pregnancy 

Franhhu A K'^ser, M D , and David N Danforth M D , Ph D , Evanston, III 


C HE purpose of this repoit is to present a case 
of priman' refractory anemia occurmg durmg 
regnanci, in winch the hematological findmgs re- 
imed to normal after deliveiw The pregnancy 
IS allow ed to go almost to term, wnth the survival 
[ both mother and child 

Priman' refractorv anemia m pregnancy is ex- 
;edmglv rare Rovinskv,' m a recent review, found 
nlv 42 cases of aplastic, or refractory', anemia m 
regnancv recorded m the last 116 y'ears Only 16 
[ these cases met the unquestioned criteria of 
nman refractory' anemia The addition of Rovm- 
4 s case bnngs the total number to 17 Of this 
roup, 11 w'omen died and only 6 survived dehverv 
Because of the confusion m terminology, it is 
ecessary' to emphasize that at present pnmarv 
‘fractory anemia as defined by Wintrobe ° is “an 
ymia characterized clinically by persistent and 
iten severe anemia, accompanied in most instances 
' granulocytopenia and thrombocytopenia which 
refractors to anv treatment other than transfusion 
f blood, and which is not associated with infection, 
ironic renal or hepatic disease, malignancy, mal- 
atnhon or other conditions classified as simple 
ironic anemia ” 

The term pnmars' refractory anemia is preferred 
• aplastic anemia,’ because the latter is charac- 
'nsticilly associated svith an acellular marrow 
Itliough the penpheral blood picture of primars' 
dractors’ anemia may be similar to that of aplastic 
aemn, the former condition may be associated 
rtii hyperplastic, hypoplastic, or normal-appearing 
'^ow Several authors ’’ “ have emphasized that 
one marrow function is not always correlated vntli 
one marrow morphology, which often accounts 
>r the discrepancy between the appearance of the 
onpheral blood and the marrow itself A small 
ngment of marrow will not always clearly mdicate 
'P state of the marrow elsewhere m the body 
Bomford and Rhoads ° desenbed 53 cases of pn- 
iin refractor!’ anemia in which 31 patients had 
mitiire and cellular’ marrow Vilter and co- 
ntliors' desenbed 23 patients w'lth the clinical 

,1 ^ of iiitinnl medicine and obstclncs >nd R\'nc- 

fpitd Unncnitv Medical School and The Eaaniton 


Piimary lefiactoiy anemia is lare m 
pregnancy, and the diagnosis is difficult 
Only 17 previous cases have heen re 
ported, and only six patients smtTicd 
In the piesent case the patient, a 26-year- 
old pninigravida, was found in the course 
of an office examination to he anemic, and 
subsequent examinations show ed that the 
anemia had become more severe despite 
ordinary antianemic treatment After 
transfusions of whole blood and of plate 
lets and a tiial of induced labor, a 
healthy 3,300 Gm baby -was delnered ht 
cesarean section The postopei atix e 
course of the mother tvas uneventful, and 
her heniogiam returned gradually' to 
normal The authors heliete that tliera 
peutic abortion is not indicated in this 
condition if facilities for dealing w ith the 
anemia and with possible complications 
aie adequate 


sv'ndrome of refractory anemia w'lth hyperplastic 
marrow These authors reviewed the literature on 
the many disease entities that may cause refractory' 
anemia, and it would appear from the report of 
Rovinsky'* that, although exceedingly rare, preg¬ 
nancy may also produce the clinical picture of 
primarx' refractory' anemia 

Report of a Case 

A 26-vear-old pnmigravida made her first office 
visit on May 1, 1959 Her last menstrual penod had 
occurred on Jan 29, 1959, and the estimated date 
of labor was Nov 5,1959 The patient felt w'ell, and 
the history' and phvsical exammahon w ere enhrely 
normal except for the presence of an apparently 
normal pregnancy of two and one-half months 
duration 

Exammation of tlie blood rei ealed the Venereal 
Disease Research Laboratory (V D R L) test to 
be negahxe, a hemoglobin level of 9 5 Gm and 
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a hematociit reading of 32% The Rh was typed as 
cde (negative) gioup O A routine vitamin-iron 
pregnancy supplement was prescribed On June 15, 
1959, the hemoglobin and hematocrit values were 
unchanged (9 5 Gm % and 33% lespectively), and 
ferious sulfate, 1 Gm daily, was prescribed in 
addition to the loutine supplement 

On July 30, a deteiioration in the patient’s coloi 
was noted, and, despite the absence of any com¬ 
plaints of malaise oi fatigue, the hemoglobin level 
was found to be 7 Gm %, and the hematocnt read¬ 
ing 22% The patient was admitted to the hospital 
foi furthei study 


alphai globulin 10%, alphao 13%, beta 23%, and 
gamma 17% All hematological data for the entire 
pregnancy and puerpenum are presented in table 1 
Bone marrow study at this tune revealed hj-per- 
cellular marrow with erythrocytic maturation, 
characterized by megaloblastic features in the im 
mature forms with no maturation arrest Mega 
karyocytes were markedly reduced in number 
The diagnoses most strongly considered were 
macrocytic anemia of pregnancy or possibly per 
nicious anemia A Schillmg test was not done be¬ 
cause of the remote danger from the administration 
of radioactive matenal Accordingly, 100 meg of 


Table 1 -Hemograms During Pregnancy and Puerpenum 


Values* 


PrcR 

nancy, 

Wk 

is 

in 

21. 


Date 

10,n 
Mn> 1 
Tunc 15 
lull 31 
\iip 1 
3 

j 

C 
11 
12 
IT 
18 
21 
2'i 

Sept 10 
25 

Oct 15 
10 
22 

/ 22 
23 

Oct 21 , IOjO. Uoln cn 
Oct 26 

27 

28 
30 

Not 20 
Dct 21 
1900 
Jan 21 
Pel) 15 


28 


29 
31 

33 

30 


37 


HI) 
Gm ' 

n 

n 1 


(, 7 
7 I) 
71 
7 I 
7 7 

(1 li 

0 3 
(.1 
87 


78 

10 ^ 

12 0 
11 n 

121 
119 
11 7 
119 
98 
121 


Red Ccl! 
Het % Count, 

/r 


32 0 
32 0 

20 0 

22 > 
23 0 
200 
21 > 
22 0 
27 0 
20 0 
210 
27 0 

22 0 

21 3 

soil 

30 0 
330 

37 a 
30 0 
330 
3)0 
29 0 
330 


190 

2 07 
190 
2 01 
210 

1 W 

2 20 
102 
188 
2 71 

2(>1 

2 37 
281 

3 73 

4 09 

4 10 
4 40 
3 22 
3 jO 




A 

MCH, 

Micro 

IVhItC Cell 

Poly 

Plntclct'a 

MCV, 

MCHC 

micro 

Count 

morphs, 

Cu Mm 

Cn /t 

% 

gram 

Cu Mm 

% 


122 0 

32 9 

38 8 



12,000 

IOjO 

37 0 

388 

54)0 

65 

6o 

108 5 

29 8 

32 4 

3,8)0 

23 000 

1210 

32 0 

39 ) 

5 400 


40 000 

995 

30 9 

32 6 

5 400 

o5 


102 0 

34 b 

3o 7 

4,000 

17 000 

134 0 

3)0 

47 0 

5,0u0 



123 0 

24 4 

30 0 




104 0 

32 0 

330 


63 

32,000 

89 0 

20 0 

32 4 

5,3)0 

98 0 

32 0 

31 0 






330 





330 


5,700 


47,000 

905 

362 

32 8 

4,300 

42 

23,000 

103 0 

3)4 

37 9 

3 800 

60 

51,000 




6,500 

61 

42,000 






18 000 

80 0 

331 

27 2 



22,000 

18,000 

80 5 
79 o 

3o > 
34 0 

294 
27 2 

0,200 

0,So0 

44 

49 

aS.OOO 




5,700 


aSOOO 
112 000 

880 

3«0 

32 0 

5 7)0 
8,100 

ICrrinenn 


Lim 


% 


34 


35 


42 


Retic 

iilo 

cytes 


Remarks 


SO 


23 
18 
1 0 
20 

20 

26 


so 

34 


50 

4o 


Fresh t)lood 
1,000 cc 

Fresh Wood 
l,>00cc 
Packed plate 
lets Wee 
Freeh Wood 
oflOcc 


On admission, the physical " ^n 

nal eNcept for pallor, a small echymotic area on 
mch tonsdlar pillar, and an abdominal com¬ 
patible with an mtrauteiine pregnancy of about 
Ve and one-balf months’ duration Neither lymp 
livcr noi splccn were palpaole 
LaboratoV study revealed the followmg values 

Bl" LtrogL. “^tg*. 

„.„ute duect 018 mg% and ori f f rng 
sultobromophthalem (B S P) «tem 

fggirSnrgabvl^ 

^.eveale^d albunnn 37%. 


vitainm B,, and 10 mg of fohe acid were 
‘"nTAu"'T''’eS days after sta.t.ng tbe above 

.eaSnS ma^ow s^dy shovved a jl 

.ng morease m W 

'''t“ tefatjan. W 

the hemogram had eviden v , to ^uth 

at low levels, it was thouo P , deterioratior 

hold transfusmu untes sje Wte ^ 

should occur Aceordmg >-. tM P 30 

charged from the hospital on a reg 
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of folic acid daily, by mouth, a therapeutic vitamm- 
iron preparation (Iberol Filmtabs), two tablets 
daily, and 100 meg of vitamin B 12 twice weekly, 
gi\en intramuscularly 

On Aug 25, tlie hemoglobin level was 6 1 Gm 
and the hematocrit readmg 21% The patient was 
readmitted to the hospital, and hvo units of fresh 
0 negative blood were administered The ne\t day 
she was discharged on a regimen identical to tliat 
employed after the previous admission Her course 
was to be followed up carefully and she was to be 
readmitted if need be or, in anv event, near term, 
to assure that her blood picture would return to as 
closely to normal as possible m anticipation of the 
exigencies of delivery^ 

Careful observation on an outpatient basis le- 
lealed no change m the blood picture The pro¬ 
found anemia and tlirombocytopenia persisted, but 
no abnormal symptoms or physical findings de- 
\ eloped 

Because of the need for fiesh blood in an at¬ 
tempt to improve not only the blood count, but also 
the platelet deficit, and because of the fear of 
serious bleeding that might occur during delivery. 


ery was not immment and that, if active labor were 
established, delivery might occur at a time which 
would make the procurement of any fresh 0-nega- 
tive blood that might be needed difficult 
Hence, it was necessary to weigh the risk of 
immediate cesarean section, with all preparations 
for administration of fresh blood, agamst the risk 
of later vaginal delivery at a time when such 
preparations might be uncertain The recorded 
mortality rate of 65% in the 17 previous cases of 
this type made tlus decision difficult, nevertheless, 
cesarean section was elected 
A low cervical cesarean section was performed 
on Oct 24, with mmimal bleedmg and the delivery 
of a normal 7 lb 3 oz (3 3 kg) male baby was 
accomplished The baby’s hemograms are given in 
table 2 

The postoperative couise of the mother was 
uneventful, and she and the baby were discharged 
on Nov 1, 1959 

The mothers hemogram progressively improved, 
as noted in table 1 A bone marrow study made on 
March 10, 1960, revealed a reversion to a com¬ 
pletely normal pattern 


Oft "l 


Date 


»8 


Table 2 —Hemograms of the Baby 


Values 


Hb 

Gm % 

Hct % 
(Vol 
Cells) 

Platelets 
Cu Mm 

MGV 
Cu It 

MCHO 

% 

MCH 

Micro 

mlcroeram 

White Cell 
Count 

Cu Mra 

Fob morphs 

% 

-—^ 

Lymphocyte* 

% 

19 4 

j60 

27 000 




15 700 

58 

42 

20 6 

1 O 6 

1G4 000 

IOjO 

365 

380 

18 000 

62 

38 

17 7 

GOO 

143 000 

89 6 

35 4 

31 6 





It was decided to admit the patient to the hospital 
on Oct 21, and to attempt to mduce labor, so that 
delivery would occur at a time when a full comple¬ 
ment of laboratory personnel would be available 
Bone marrow study at this time revealed nondiag¬ 
nostic hyperplasia 

Four units of fresh 0-negative blood and two 
pHtelet transfusions were administered At this 
time, the hemoglobin level was 119 Gm %, the 
owthrocyte count 4,440,000 per cubic millimeter, 
^nd the wlute blood cell count 6,850 per cubic 
millimeter The hematocrit reading was 37%, and 
mo platelet count 46,000 per cubic millimeter The 
leeding time was 4 mmutes and 5 seconds, co- 
ngulation time 5 minutes and 29 seconds, and there 
"as no clot retraction in 24 hours Although the 
nnnn\ was closed and uneffaced, its consistency 
"as soft, and mduction was considered worth try- 
jnS Accordmgly, an infusion of ew'tocin (Pitocm) 
' "’cans of the Harsmrd pump'' was begun and 
fonhnued for 10 hours, so that contractions of good 
j e\ery' two to three mmutes were main- 
j^ned This mfusion was discontinued dunng the 
and begun again m the morning at a 
ar rate, for a second 10-hour penod Although 
oN*! bad been achieved, and also 1 cm 

* "lation, it Was now evadent that v’aginal deliv- 


Comment 

Many tlieories have been presented to explam 
the marrow failure in primary refractory anemia 
Bomford and Bhoads ° proposed that m certam 
mstances tlie hver fails to detoxify certain unknown 
metabolites Davis and Innes" suggested an abnor¬ 
mality of iron metabolism Loeb, Moore, and 
Dubach® mdicated faulty utilization of iron caus¬ 
ing dunmished red cell production, with a possible 
hemolytic component due to bypersplenism m cer¬ 
tam cases ■'/liter and co-workers ® suggested that 
abnormalities in the metabolism of desoxyribonu¬ 
cleic acid (D N A) may be a factor in blocking the 
production of reticulocytes from mature normo¬ 
blasts To these hypotheses we wish to add the 
thought that in the pregnant patient, certain meta- 
bohe or endocrine abnormalities or sensitivities may 
occur which, m tlie presence of a hjqierplasbc mar¬ 
row, produce refractor)' anemia which is reversible 
on termination of the pregnancy 

The extremely low platelet count m the mfant, 
xMtli elexabon to normal m a matter of days after 
dehven', probably represents transplacental pas¬ 
sage of the factor responsible for the tlirombocx'to- 
penia m the mother'® The extreme difficulb' in 
elexatmg the motliers platelet count despite trans- 
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fusjovis of flesh whole-blood and platelets suggests 
platelet deshuction in addition to faulty platelet 
pioduchon Pievious lepoits indicated the piesence 
of platelet agglutinins in both motbei and child " 
Seveial piactical consideiations in the medical 
and obstetric management of this pioblem must be 
cmphasi/ed hast, the dehveiv of a healthy infant 
indicates that a hemoglobin level of 7 0 Gm % m 
the inothci, although haidh desiiable, is not neces¬ 
sarily an indication foi immediate tiansfusion in 
oidei to piotect the fetus 
The adminisliation of coi tisone-type steioids to 
this patient w-as consideied, with the thought of 
possibly incicasing non utilization and incieasing 
the platelet count Since laboiatoiy pioceduies foi 
studying non utilization were unayailable, we 
would have had no objectu’e means of testing this 
assumption Also, duiing the entne penod of this 
patient’s pregnanci, \ie ueie nevei ceitam that the 
anemia was not the result of a latent foini of leu¬ 
kemia which might be fuithei masked, oi unfavoi- 
ably affected, b\ steioid theiapy 
Because of the seveie anemia and the low platelet 
count, the hazaids of bleeding dining deliveiy weie 
caiefully weighted against the dangeis of induction 
and, if necessau, cesaiean section The need foi 


JAMA, Oct I, i 9 fio 


Summary 


A case of refiactory anemia, developing diinii- 
piegnancy and with the blood pictuie returning to 
noimal aftei dehveiy, is believed to be the 18tli 
such case to be repoited The mechanism of re 
hactory anemia has nevei been established There 
foie, tieatment of this condition dining piegnanci 
lequires certain practical medical and obstetric 
consideiations concennng blood transfusions, ther 
apy, and method of dehveiy 

Although piimaiy refiactory anemia in prcg 
nancy is evtiemely serious, it does not constitute an 
indication for termination of piegnancy, provided 
proper facilities foi obsersmtion and management 
aie available 

2650 Ridge Ave, Evanston (Dr Danfortli) 
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fresh whole blood, platelet tiansfusions, and pos- 
sibl}' w’aslied led cells fa voted the decision to 
deln'er the child at a time when a full complement 
of laboiatoiy peisomiel weie piesent in the hospital 
lathei than to ciiance spontaneous dehveiy in the 
middle of the night In this instance, induction of 
laboi was unsuccessful Cesaiean section was pei- 
foimed, with little bleeding and the dehveiy of a 
healthy child and no ill effects to the mothei 
The recommendation has been made elsewbeie 
that, once the diagnosis of piimaiy lefiactoiy 
anemia is made in piegnancig the piegnancy should 
be teiminated immediately The outcome of the 
case presented b\' us lefutes this lecommendation 
Evidence is piesented sihich suggests that it is 
entiiely safe to peimit piegnancy to advance Mutii 
hemoglobin lei-els mamtamed at 7 Gm %, as long 
as piopei blood levels aie established in anticipa¬ 
tion of the cMgencies of dehveiy 
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T he tumor clinic -Staited in 1919, this wis die fiist clinic of tins kind 
established in a geneial hospital The objective w'as to leview and using tlie 
combined opinions of physicians, suigeons, ladiologists-in fact representatn es 
fiom exen seivice-to select tlie best method of tieatment for cancer parents, o 
folloM up the lesults, and to make a complete lecoid of all cases referred It \w 
not a treatment clinic, so when a decision was reached the patient 
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tiimol clinics in hospitals in the United States g 
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Diagnosis and Treatment of Bone 
Tumors in Children 

Spencer A Roivland, M D , David C Dahlin, M D , Alvin B Hayles, M D , 
and C Roger Sullivan, M D , Rochester, Minn 


^rHEN neoplasms of bone affect tliose in tlie 
VV pediatnc age group, special considerations 
nay be necessan^ Some neoplasms, such as mye- 
oma, can be practically elimmated from considera- 
lon on tlie sole basis of the patient’s age There is a 
endencv to involvement of different portions of the 
keleton m children, largely because of different 
)'pes of lesions which are likely to be encountered 
lertain non neoplastic conditions, such as osteo- 
nyelihs, that simulate bone tumors occur moie fre- 
[uentlv in children than in adults The lelative 
anty of bone tumors has contnbuted to confusion 
egarding their diagnosis and management We have 
tudied the pnmary neoplasms of bone m children 
een at the Mayo Clinic and have compared them, 
specially regarding incidence, with those of adults 

Incidence 

Search of the files of the Mayo Clinic tlirough 
lecember, 1958, disclosed 338 cases of patliologi- 
ally venfied pnmary neoplasms of bone that had 
een encountered in pediatric patients, whose ages 
iinged up through 14 years The distnbution of 
tiese tumors by type, and die ratio of the number 
f each t)Tpe in tins age group to the number of 
ach tjfpe in al] age groups seen at the Mayo Clmic 
Itfough December, 1958, are shown in tables 1 
nd 2 

Among the 145 benign neoplasms found in these 
hildren, osteochondroma -was the most common 
'steoid osteoma and chondroma were next in fre- 
pency Tlie low incidence of giant cell tumor in 
nildren is a ivell-recognized fact and is illustrated 
a this senes of patients There ■were no cases of 
TO rare tumors, hemangiopericytoma, lipoma, or 

cunlemmoma 

Among the 19 3 malignant neoplasms found in 

surgical pathology (Dr Dahlin) pediatrics 
ta\oP^ j surgen (Dr Sullivan) Ma>o Clinic and 

■bnM Mavo Foundation is a part of the Graduate 

Ahml. Umicrsits of Minnesota 

"die Si^" '^'" thesis submitted b> Dr Rowland (Fellow m Ortho- 
■ the '*a>o Foundation) to the Faculty of the Graduate School 

'tlhede ''”''V 'hnnesota in partial fulfillment of the requirements 
Read Master of Science in Orthopedic Surgery 

Ratine nf itT *1 Section on Orthopedic Surgery at the 109th Annual 
9G0 Amencaii Medical Association Miami Beach June 16 


Of 338 patliologicallj verified hone 
tumors in children, 145 were benign and 
193 malignant The followung procedures 
for diagnosis and treatment were recoin 
mended ei ery child wuth persistent pain 
(often referred) sivelling, oi limitation 
of motion of a skeletal part slioidd he 
roentgenologically studied immediately 
if the location of a radioresistant hone 
tumor permits, the type is best determined 
hy hiopsy distal to tw o tourniquets fresh 
frozen specimens are examined hy an ex¬ 
perienced pathologist, and if osteogenic 
sarcoma oi fihiosarcoma is present, ampu 
tation sliould lie undertaken promptb 
The over-all sun ii al rate of 18 1 per cent 
in the treatment of 106 osteogenic sar 
comas supports the plan as outlined 


these chddren, osteogenic sarcoma ivas tlie most 
common Eiving’s sarcoma was second m frequency 
Strikingly absent ivas multiple myeloma, ivhich is 
the most common primary malignant bone tumor 
found in adults Also absent were malignant giant 
cell tumors and adamantinomas The low incidence 
of chondrosarcoma should be noted. 

It IS not our purpose to discuss the detailed 
clinical and pathological picture of all of these 
tumors Hoivever, several important considerations 
regarding diagnosis and treatment desen'e special 
comment 

Diagnosis and Treatment 

Any patient wutli persistent pain, swelling, or 
limitation of motion of a skeletal part should have 
roentgenograms taken without delay Bone tumors 
not uncommonly cause referred pam For example, 
in this senes a little more than one-half the pa¬ 
tients with osteoid osteomas mvohing the femoral 
bones had referred pam to the hip or knee or m 
the distnbution of the sciatic nene Such cases 
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emphasize tJie impoitance of adequate loentgeno- 
giaphic studies ^ 

If a neoplasm is found, the loentgenograms must 
lie studied caiefully to determine which legion of 
tlic tumoi IS best foi biopsy For small tumors, 
total excisional biopsy is prefeired, except in cases 
of osteogenic sarcoma If amputation may be le- 
quiied, the paieiits and the child must be prepared 
psychologically Definitive treatment is predicated 
upon an accuiate histopathological diagnosis Treat¬ 
ment of neoplasms without a histological diagnosis 

TABLE 1 —Benign Tumors of Bone m Children 


BONE TUMORS IN CHILDREN-ROWLAND ET AL jama n 

J A Al A , Oct 1, 1960 



Children 

Type of Tumor 

No 

%’ 

10 

O-lu) lioiulroinn 

33 

( iUlllllUUIlIl 

33 

10 

1 lun(lii)lilii«tomH 

3 

1. 

1 lioiiilioiin \oi(l flliroinii 

4 

30 

O itold o-tpoiiin 

20 

21. 

1 I ml o'.tcold o'-tooniii 

4 

17 

Oi int ((11 tumor 

2 

> 

rilcoum 

11 

21 

H iiiiii.lotmi 

2 

8 

Idtiil 

14 > 

10 


• lol il piitOnN o! 111! iit,cc In clltcf^or^ 

IS inexcusable and indefensible Noi can the piac- 
t’ce of biopsy followed by a consideiable delay 
in treatment be condoned Bone tumors are best 
treated when the pathologist can give the surgeon 
the diagnosis witli fresh fiozen sections at the time 
of operation Frozen sections, in competent hands, 
can almost always provide a definitive diagnosis, 
at worst they aid in determination of whether 
biopsy specimens aie adequate and svhethei special 
bacteriological study is necessary 
^¥hen ablation is contemplated, two touiniquets 
are applied, one above the tumor and one above 
the pioposed site of amputation The pathologist 
must decide whether the tumor is a radiosensitive 

TABLE 2 —Malignant Tumors of Bone in Children 

Children 


Type of Tumor 

No 

%l 

'lull limit Ijmphoini 

10 

7 

tliondro'utrcomu 

1 

1 

O'dcodcnic snrcomii 

10(1 

20 

I’arootmil osteogenic snreoma 

3 

14 

r((ln,.- tumor 

07 

41 

rilirCMircomn 

4 

6 

( hoidoina 

7 

> 

Total 

103 

1» 


‘ roliil piitlcnt!. ol all ages in cntesor\ 

one, such as Ewing’s sarcoma oi malignant lympho¬ 
ma, 01 whethei it is one, such as osteogenic sai- 
coma 01 fibrosaicoma, that demands an ablative 
surgical piocedure In the latter instance, immediate 
amputation is performed, thus decreasing the 
hazaid of dissemination of tumor emboli by the 

biopsy procedme j j u 

Osteogenic sarcoma is generally considered to be 
associated with a less favorable prognosis among 
children than among adults, with five-year survival 
rates among children of 5 to 10 per centj * having 
been reported In an earlier study of 430 patients 


of all ages seen at the Mayo Clinic because of 
osteogenic sarcoma, the over-all five-year sumvi 
rate was 191 per cent The five-year surviva?me 
among the 106 children of this study was 181 ner 
cent This finding indicates that these tumors ire 
no more serious among childien than among adults 
and attests to the value of early surgical ablation 
Kadiation has proved of little value in the treat 
ment of osteogenic saicoma 
In contrast to osteogenic sarcoma, no firm stand 
in the treatment of Ewing s tumor or malignant 
lymphoma of bone can be made Both tumors are 
ladiosensitive, even though the prognosis in malig 
nant lymphoma is much better than m Emngs 
sarcoma The prognosis in malignant lymphoma is 
the best of that of any of the piimary bone tumors, 
the five-yeai survival rate approximating 50 per 
cent,'' ® m contrast to less than 10 per cent”" in 
Euung s sarcoma In our senes of Ewing’s sarcoma, 
46 patients were treated more than five years ago 
Of these, 42 hav'e been Paced at least five years, or 
until death, and only 6 are long-teim survivors 
Our data do not allow a conclusion as to the best 
form of therapy In oui series of malignant lymplio 
mas in children, two of six with long-term follow 
up studies have sm vived foi periods of 20 and 28 
yeais respectively The remaining foui died within 
five yeais from the time of treatment All eveepf 
2 of the 10 patients with malignant lymplioma were 
treated by irradiation IrradiaPon may control 
malignant lymphoma and Ewing’s tumor for a time, 
but the problems encounteied because of local 
recurrence have made some think that ablative 
opeiations should be done primarily whenever 
possible ■' ® Only in these two types of bone tumor 
should irradiation be considered as the primary 
form of treatment 

Hemangioma and chordoma also may be radio 
sensitive, but they are best treated by total surgical 
removal whenever possible The danger of radia 
tion-induced sarcoma cannot be overemphasized 
in the consideration of benign tumors that will 
respond to conservative suigical therapy This dan 
ger IS best exhibited regarding giant cell tumors*’ 
Aneuiysmal bone cysts and benign cliondroblas 
tomas have also become malignant after radiation 
therapy'” " Overtreatment of benign tumors ma\ 
include ablation because of an erroneous diagnosis 
of rnalignancy Pathologists have commonly over 
diagnosed chondroblastomas and chondromyvom 
fibromas as chondrosarcomas, osteogenic sarcomas 
and malignant giant cell tumors Both tumors, ho" 
evei, are nonaggressive and have roentgen featur« 
that are fairly characteristic and almost always mOi 
cate that the tumoi is benign Both of these tmm 
respond to simple curettement or en bloc resecho 

Summary 

Oi 338 primary bone tumors in children 
at the Mayo Clinic tlirougli ’ 

145 ivere benign and 193 were 
neoplastic conditions, such a 

os 


non 
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that simulate bone tumor occur more frequently 
in cliildren than m adults The treatment of bone 
tumors without a histological diagnosis is me\cus- 
able and indefensible, nor can the practice of 
biopss follow ed by delay m treatment be condoned 
If the location of a radioresistant malignant bone 
tumor of an extremit)' permits, it is best treated b\' 
biops\ distal to two tourniquets, histological diag¬ 
nosis b\ a pathologist experienced in interpreting 
fresh frozen sections, and immediate amputation 
between tourniquets This regimen seems justified 
on the basis of our oyer-all fiye-year suryiyal rate 
of 181 per cent in the treatment of 106 osteogenic 
sarcomas (the most common malignant tumor of 
bone in children) 

Thus pessimism regarding prognosis m the treat¬ 
ment of malignant disease of bone should not be 
rimed to the extent tliat treatment is delayed or 
postponed because of the misconception that bone 
nncer means inexutable death 
Mwo riinic 
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Mild Congenital Heart Defeets 

Leon Michaels, M D and Thomas TT Parkin, M D , Rochester, Minn 


pERSONS w'lth normal hearts not infrequently 
L present features that suggest tlie possible pres- 
nce of mild congenital heart disease On the other 
‘ind, some mild forms of congenital heart disease 
difficult to diagnose by clinical examination 
™c Distinguishmg betxveen these txx'o groups 
^ •* (-ommon clinical problem, and one of increas- 
''5 practical importance, because of adx'ances in 


irdiac 


surgerx 


T 

'1 an endeavor to establish clmicil cntena bx’’ 
“c 1 hearts ifiected by certain mild forms of con- 
Aailal disease can be distinguished from normal 


leans with 


greater confidence, txvo groups of pi- 


en s were selected for comparison xx'ho, for x'ari- 
irart^d^™^’ suspected of hax'ing congenital 
/ group catheterization of the 

"cions' heart confirmed the clinical sus- 

"s, and in the otlier croup no abnormalities 
'"e found 

^ 'n ph^\n!^ Ohnic nnd the Ma>o Foundation XIr Michaels is a 
cf lb- 1 Foundation is n pnrt of the Cndinte 

^nucTsit) of Minnesota 


]\Iore reliable criteria for diagnosis 
of congenital heart disease at ere sought 
in a studx of 128 subjects xvho submitted 
to cardiac catheterization The data so 
obtained were found to he normal in 14 
plij sicians w Iio x oliintcered for catheteri¬ 
zation and in 45 patients among the 114 
suspected of haxnng congenital heart dis¬ 
ease In 69 of the 114 the suspicion was 
confirmed Analj sis of these cases show ed 
that clinical criteria can he depended on 
m the diagnosis of congenital heart dis 
case in most adult patients xnth a per¬ 
sistent ductus arteriosus and left-to riidu 
shunt as low as 40%, xnth an atrial'^or 
xcntncnlar septal defect and left-tonkin 
shunt as low as 25%, or a pulmonary 
xahe stenosis and a sxstohe gradient as 
low as 40 mm Hji 
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Mateiials and Methods 

The cases for patients who undeiwent iight- 
heart cadietenzabon in die cardiovascular labora- 
tor)' of the Mayo Clinic between Jan 1, 1953, and 
April 1, 1959, weie selected for study on the fol¬ 
lowing basis (1) patients who had been referied 
to die laboiatoiy for diagnostic purposes but in 

Table 1 —Diagno^n After Cardiac Catheterization 


Patients 



fec\ 



Age 



_ ^ 


Range, 

DhitoosN 

M 

r 

Total 

Xr 

Xormiil lieiirt 


10 

lo 

10 to U 

Pnlients 

2(i 

Volunteers 

14 

0 

U 

27 to 42 

Con^,CIli(lll heart (license 





Persistent iluetus 
arteriosus 

3 

7 

10 

10 to 43 

lentricular stirial 
delect 

S 

1-1 

22 

7 to 43 

Common atrIo\cn 


0 


^0 

trlcular canal 

1 

1 


Pulmonarj xnUc 
stenosis 

10 

r> 

2) 

5 to 44 

\tnal spptal defect 

■) 

7 

11 

0 to ot 


whom findings at ught-heait catlieteuzation weie 
normal, (2) i^olunteei physicians with normal 
cardiovasculai systems who had been selected or 
right-heait stud)' for leasons not connected with 
the present investigation, and (3) patients witli 
left-to-iight shunts, legaidless of cause, which 
amounted to 40 pei cent of pulmonary flow or 
less or with systolic pressiue giadients acioss the 

pulmonary valve of 60 mm of meicuiy oi less 

Patients n'eie e\cluded fiom the final study if 
they were less than 5 years of age, if physical 

examination, electiocaidiogiams, 

crams of the dioiax gave evidence of disease of 
fhe left side of the heait, if pulmonary artery 
pressure was elevated, if arterial osygerr ytrration 
?!as reduced, o. rf the cardiac eathetenzatron find- 
mes weie in any way incomplete 
The final analysis (table 1) was based on a 
study of 45 patients suspected of having congenital 
heart disease but with noimal catlieteuzation find 
mss 14 volunteer physicians, and 69 parents with 

congenital heait disease-a total of 1-® 

All but 5 of the patients with congenital heart 
disease and aU but 6 of the persoiis mth noimal 

hearts were moie than 15 years of age 

All natients had been seen at the clinic by one 
or more carf o ogrsts, but smee tlrey had not been 

Lm^d pecfically with the present strrdy in 
vmw ?ur Llysrs of the findrngs on physical 

wfpresenbng^tte faintest and 4 the loudest 

“rlst instances st-aard mrgme^d 
extremiv standardizaUon 

pSTa*-Srm^ aeflectron for 1-mv 


difference in potential Measurements of tlie ] 
wave, P-R interval, and QRS complex were mridi 
m standard lead 11 The amplitudes and ratios o 
the positive and negative deflections of the QRi 
complex were detennined in precordial leads V 
and Vo, as well as the time of onset of the intnnsi 
cold deflection of the late R wave m precordial lea 
Vi The term “incomplete right bundle-branc 
block pattern” has been used as a matter of com'ct 
lence to describe QRS complexes in lead Vj clia 
acterized by two positive waves and a QRS con 
plex lasbng less than 012 second No explanatic 
as to the cause of this pattern is being imphe 
however 

In an attempt to avoid bias on our part, v 
reviewed the poster oanteiior x-ray views of tl 
thoraces of all patients before and after study 
tlie results of cardiac catlieterization Assessme 
of cardiac size was based on ^'lsual appraisal 
the general form and on the length of oblique ai 
transverse diameteis m relation to the size of f 
thoracic cage The method of assessing die pron 
nence of the pulmonaiy aiteiy segment is ill' 
trated in figure 1 In one patient, assessment u 
impossible owing to scoliosis which had caused 
slight rotation of the pulmonary' artery' The obji 
tive assessment of pulmonary vascular marlur 
presented difBculty' Generally', the marhings w 
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prominence of PulmonDi 
Artery Segment 



rn T I ____— ■— 

Method used to grade 

lent on roentgenogram of thorax 


I to be increased if the mseis 
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uplele fludmgs on “ f 
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technique makes possible the detection of left-to- 
nght shunts of as low as 15 per cent' Systemic 
artenal dye dilution curves were recoided m all 
pilients aker the injection of indicatoi at multiple 
sites in the right side of the heart In 9 patients 
inth normal eathetenzation findings and 3 with 
Icftto-right shunts, dve ciuwes were recoided from 
selected sites on the nght side of the heart after 
injection of indicator into the pulmonary’ artery 
nr a peripheral rein With this technique, detechon 
of left to right shunts as low as 5 pei cent is 
possible “ 

Results 

In Patients Without Demonsiiahle Cardiooas- 
ciilar Disease—There weie 26 males and 19 fe- 
irnles, ranging in age from 10 to 44 years, m whom 
congenital heart disease had been suspected but in 
iiliom findings from right-heart catheterization 
Mere normal 

Nine patients studied by the venous indicator 
sampling technique (table 2) had a variety' of com¬ 
plaints which did not seem to be of caidiac origin 


murmur was present m 27 and ranged in intensity 
up to giade 3, and m most instances was localized 
to the left 2nd and 3rd interspaces along the sternal 
border, none was heard in the neck or back A 
pulmonars’ diastolic murmur was heard inconstantly 
in one patient who had an unusually’ prominent 
pulmonary’ artery’ segment 

In 5 patients the size of tlie heart as it appeared 
on the roentgenogram was thought to be slightly 
larger than normal (fig 2a), but in no case was the 
cardiothoracic ratio greater than 50 per cent The 
pulmonary' artery segment was prominent in 18, the 
degred of prominence being 1 0 cm in two (fig 2b) 
In 2 cases tlie electrocardiographic patterns were 
particularly' noteworthy' in one, an intraventricular 
conduction defect was compatible with either right 
ventricular hypertrophy or incomplete right bundle- 
branch block, and in fbe other, the pattern, judged 
by the usual cnteria,'* ’’ suggested right ventric¬ 
ular hypertrophy In the remaining patients the 
electrocardiogram was normal, 10 having a pattern 
of incomplete nght bundle-branch block in precor- 
dial lead Vi (fig 3) The duration of the QRS com- 


Table 2 —Clinical Findings m 45 Patients tn Whom No Evidence of Congenital 
Heart Disease Was Obtained by Right-Heart Catheterization 


Ftlort 

Techninue Dyspnea 

"llh itnoiis sainplint (9 patient ) 0 

Mflliout tcnous s iinplinn (iJ patients) 2 

Total 2 

pit sternal tiorder In 2ntl and 3rd interspaces 
t la no ease ttas cardiothoracic ratio ftreater than o0% 


Roentgenographic Findings 

bistohc 'Murmur • Prominent Pulmonary 

Grade o{ Intensity Heart Enlarged Artery Segment Electrocardio 

- '• -, Cardiothoracic ,--- '■ -, gram Shotted 

12 3 4 Ratio <o0%l + ++ +++ rsr inLeadVi 

>300 1 222 3 

n 11 2 0 , 4 12 2 10 

19 14 2 0 C G 14 4 IS 


'fone complained of dyspnea due to effoit In one 
pitient no murmur could be heard Five had sys¬ 
tolic murmurs, grade I, along the left sternal bordei 
'n the 2nd and 3rd interspaces, and 3 had systolic 
lounnurs, grade 2 in this area In no case was the 
murmur audible in tbe neck or back In I case an 
milarged cirdiac silhouette and a promment pul- 
monan artery segment were evident on roentgeno- 
Smms of the thora\, and the latter alone was pres- 
ont in 5 otliers the greatest degree of prominence 
12 cm A normal electrocardiogram was 
Prownt m 6 cases, in 3 an rsr' pattern (we do not 
"isli to imply that this pattern is necessarily ab- 
muTnil) (r less than 0 4 mv) was noted in lead Vy 
ic duration of the QRS comple\ m standard lead 
^ "as less than 012 second in all cases The mean 
Tnitest electric axis of ventncular activation was 
o'm degrees in two cases 

fo P'*bents in w horn the routine technique 

1 ^ catheterization v as employed (table 

-i more than one-half were asxmptomatic, only 
^'^''ipiained of dyspnea due to effort and in both 
'ih^^ ^ SNstohc thrill in the pulmonary' 

'Tea u )s pilpyble m one patient A systolic 


ple\ in standard lead II was less than 0 12 second 
m all cases The mean manifest electrie axis of 
ventricular activation was 90-1- degrees or greater 
in 13 patients, and m 3 of these 13 it was more than 
lOO-j- degrees 

In most of the 45 patients in whom cardiac cathe- 
teiization findings were normal, congenital heart 
disease had been suspected clinically on account of 
the presence of symptoms, a murmur m the pul¬ 
monary valve area, prominence of the pulmonary 
artery’ segment, or an incomplete right bundle- 
branch block pattern on the electrocardiogram 
Frequently', tw o or more of these features were 
present m the same patient In most cases a small 
atrial septal defect was thought to be present 

In Isormal Persons In none of the 14 x’olunteei 
physicians, aged 27 to 42 years, was there any 
clmic-d evidence to suggest orgamc heart or pul- 
monarx' disease, and m each instance tlie findings 
from right-heart eathetenzation x\ ere normal 

In Patients With Congenital Heart Disease- 
Patients xcath congenital heart disease included 
those xMth (1) persistent patent ductus arteriosus 
(2) xentncular septal defect, (3) common atno- 
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ventuculai canal, (4) pulmonaiy valve stenosis, 
and (5) atnal septal defects 

Peisistent Patent Ductus Aiteiiosus Ten pa¬ 
tients whose ages langed fiom 16 to 43 yeais were 
included in tins gioup Each had a left-to-iight 
shunt of 8 to 39 pci cent and a continuous murmur 
h'pical of a patent ductus was heard m the left 
infracla^nculal i egion 

Ventiicular Septal Defect A gioup of 22 pa¬ 
tients, 7 to 45 years in age, had a ventriculai septal 
defect with a left-to-iiglit shunt that langed fiom 
8 to 39 pei cent A characteiistic left paiasteinal 
muimin, giade 3 or 4, was heaid in 19 patients, 
and a similar munnui of giade-2 intensity was 
heaid m the othei 3 patients In 1 of these 3, a 


J A M A, Oct 1, 1 

eompanied by a thrill The aveiage cardiac ini 
in this group was 3 6 (2 3 to 57) liters pcrinm 
per square metei of body surface Howeier 
majority of patients with laiger gradients 1 
widely transmitted murmuis of giade 3 ant 
systolic tlirill, only 2 patients had murmurs 
giade 2, and in both patients they were wit 
tiansmitted and associated with a thrill In 
patient who had a gradient of moie than 31 r 
of meicuiy was tlie muimur localized to tlie p 
sternal area oi graded less than 3 and unass 
ated svith a thnll 

Atrial Septal Defects The ages of the 11 
tients m this group langed from 6 to 54 it 
and the left-to-nght shunts ranged from 11 






mah^ a, questionable cardiac enlargement in person 25 years oi ag , 
segment in pcison 10 years of age 


systolic thrill was piesent m tlie 2nd *6 muimur 
ivas only described as baish, and in the , 
nmmur had no special featu.es, the left-to-uglit 

shunt was only 8 pei cent ^ natient 

Common Atnoventuculai Canal P , . 

90 vears old bad this defect and a left-to-iigbt 
shunt of 25 per cent A left parasteinal muimtu 
grade 3, accompanied by a systolic thii 

j tiVilp 3 A svstolic munnui m the lerc 
maiized m table oJ a patients 

2nd and 3rd interspaces lo to 

There were 13 ."'f ®‘l*nty of these 

31 mm of — »nd „ the m^c 

the murmui was graueu , 


"irpaS'^lplamed of dyspnea dj 

efiS and a 3rd had » ^ironic j 

spaces was present in a 
tients had murmurs of 1’ J g„clc2 

had murmurs of ^ JT “ijer part c 

murs were transmitte systolic 

back, m one of these, a 25-mm 

across the j'nyt could not he 

One case was studied 

in our senes because * 

The patient did not have 
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2nd sound, cardiac enlirgement (cardiothoracic 
ratio, 53 per cent), and an incomplete right bundle- 
branch block pattern on the electrocardiogram 
rhe diagnosis of atrial septal defect was confirmed 
b\ cardiac cathetenzation, and a small left-to-right 
shunt was demonstrated hy dye curves This is 
die only instance, in our experience, of an atiial 
septal defect with a small left-to-right shunt which 
ssas not associated with an audible murmur 
In the 3 patients with shunts of less than 25 per 
cent, posteroantenor roentgenogiaphic views of the 
thorax showed the heart to be of normal size Whth 
one exception (case 6), the heart was obviously 
ffliarged in the 8 patients with shunts greater than 
5 per cent (fig 4) In all but hvo patients, the 
pulmonar)' artery segment was prominent but no 
■ore so than that of some of our patients with 
^al cardiac catheterization findings 
’Tlie pulmonary' vascular markings evident on 
ioracic roentgenograms of 5 patients appeared to 
ip within the range of normal, and those of 1 pa- 
xnt were questionably increased Pulmonary blood 
low was increased in 3 of tliese 6 patients and was 
Mthin the normal range m 3 However, tlie 5 pa¬ 
tients with definitely mcreased pulmonary vascular 
arkmgs had pulmonary blood flows of from 6 0 
7 2 liters per minute per square meter of bodv 
irface When the pulmonary vascular markings 
ppcared normal, no conclusions about pulmonarx' 
0" could be drawn, but markings that were defi¬ 
tch increased were always associated with an 
creased pulmonary' flow 

Of the 11 patients, 5 had an incomplete right 
ndle branch block pattern, and in 4 there were 
unusual features There were 2 instances in 
ich the electrocardiograms were indicative of 
nt \entricular enlargement (fig 5) 

In tlie 8 patients uath left-to-right shunt of more 
n -0 per cent, cardiac enlargement, or abnoi- 
>l\ of the electrocardiogram, or both were pres- 
t In all but one patient, one or more of the 
owing additional features were also present 
spnea due to effort, diastolic murmur, transmis- 
non of the systolic murmur to the neck or back, 
i"' '''’unrmal prominence of the pulmonary vascu- 
''r markings 

'^'^P^^unt (case 4) had an atrial septal defect 
L ^ sy'stolic gradient across the pulmo- 

-. ''Uwe, however, xvith this exception, no other 
i 'cnt had two congenital heart defects 

I Comment 

^^^Nonnaj apparent on catlieteriza- 

rliisi'" Pucsons—45 patients and 14 x'olunteer 

cnt ^“^'’icmarx' systolic murmurs were pres- 
Icss'wt ^ absent m 26 of tlie 59 Sy'stohc 
’■I’tolO across the pulmonary valve of 

I, [ mercury w ere present in a minoritx 

Her tl cind uithout murmurs How- 

la the gradient of 2 8 mm of mercurv 

^'ccss baxang murmurs was not a significant 
) o\cr the gradient of 1 6 mm of mercurx' 
10 ) 


obtained m the group witliout murmurs The dif¬ 
ference between the degree of prominence of the 
pulmonary artery segment of persons xvith mur¬ 
murs and persons xx'ithout murmurs xvas not appre¬ 
ciable Hoxx'ex'er, the mean cardiac index of the 
group xxathout murmurs xvas 3 8 liters per minute 
per square meter of body' surface as contrasted 
xvith a mean cardiac index of 4 3 liters per minute 
per square meter of surface m those xvith murmurs 
The difference (P <001) xx'as statistically signifi¬ 
cant In only one person xxathout a pulmonary 



Fig 3—Electrocardiogram of 13 year old boy which 
shows rSR pattern in precordial lead V, Right-heart cathe¬ 
tenzation was normal 


svstohe murmur did the cardiac index exceed 5 0 
liters This value xx'as exceeded m 6 persons xxath 
murmurs 

Bariatt-Boyes and Wood * inxestigated 26 healthy 
persons by cardiac cathetenzation The cardiac 
mdex averaged 3 5 hters and ranged from 2 5 to 
4 4 liters per minute per square meter of body 
surface An average systohe pressure gradient of 
2 mm of mercurx' across the pulmonarx' x'alx'e xx'as 
noted, and the range xvas 0 to 7 mm of mercurx' 

It IS common ex-perience to find a sx'stolic mur¬ 
mur of mild or moderate intensitx in the pulmonarx' 
yalxe area, an incomplete nght bundle-branch 
block pattern on the electrocardiogram or x-rax' 
exadence of a prominent segment on the pulmonarx' 
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artery in peisoiii who apparently have noimal 
liearts Conti atto" leported a 6 pei cent incidence 
of pulmonary systolic murmurs in students, and 
Fahr repoited a 40 to 70 per cent incidence in 
children 6 to 14 yeais of age, witli a decline to 
22 per cent among persons m the 3rd decade of 
life and a further decline to 19 per cent subse¬ 
quently Camermi and Davies " found deep notch¬ 
ing of R 01 S waves or an incomplete light bundle- 


1 A M A Ocl 1 19 C 0 

nary artery segment, and electiocardiograpliic eu 
dence of an incomplete riglit bundle-branch block 
pattern Consequently, difficult)' ina)' anse in niak 
ing a clinical distinction bet\\'een normal persons 
with these features and patients with mild forms 
of congenital heart disease m whom the more 
florid manifestations ma)' not be present 
This distmction is one of considerable and in 
creasing practical importance Even m a patient 


Table 3 —Chntcnl Fimlings m Patients 



Sjxtollc Grndlcnt 

C (\rtliii( Inilc\ 

(L /Min /XI5 ) 

j . .A_ 


Xcro-R Pulmoimrj 

X nl\ e Mm Hj, 


4\enii.c RoDfec 

v> to ly 


3S 25to57 

20 to 20 


2 0 2 3 to 3 7 

30 to 10 


4 2 2 7 to 5 0 

40 to 40 


0 1 2 S to 4 0 

Xl to lO 


3 2 2 4 to 4 7 


With Mild Stenosis of the Pulmonary Vnltc 




Systolic Xlunmir in 






Pulmonnrj X'ahc 


rrim-ml-slon 




Area 

Grade 


Murmur to 

Pulmonarj 

\0 of 




— 

-> \ccK or Back 

Systolic Thnll 

Patient- 

1 

2 

3 

4 

Vo of Patients 

No ofPatifnti 

Ci 

4 

2 

(t 
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1 

n 
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0 

2 

2 

0 

1 

0 

5 

3 

2 

2 

0 

2 

2 

5 

0 

1 

4 

0 

4 

4 

5 

0 

1 

4 

0 

4 

i 


* I itcr jiLr minute per ccjunTC meter ot Both ^urnet 

blanch block pattern in 26 per cent of peisons 
10 to 75 \'ears of age with normal cardiovascular 
si^stems 

Idiopathic dilatation of the pulmonan' arterj' 
can occui in the absence of cww associated congeni¬ 
tal heait lesion,'■ “ and this mav account for the 
piomment pulmonary arterx' segment seen on the 
roentgenogiams of some otherwise healthy per¬ 
sons In some cases the condition mav be a larval 


who IS not disabled in an)' u'a)' and m w’iioni litt 
clinical findings are not grossl)' abnormal, it ii; 
now logical to establish a definite diagnosis i)c 
cause of a need for help in prognosis and for con 
sideration of the available low-risk curative opera 
tion Conveisely, the importance of avoiding a 
diagnosis of congenital heart disease in a JicaJtiii 
person is often manifested in the extent to wliicli 
our patients’ lives u’ere complicated bv diagmisf? 


Table 4 — Findings in Patients With Atrial Septal Defect and Left-to-Right Shunt of 407c or Less 


X rajs of riionx 
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10 

11 
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J-leitroenrdic) 



Patient 
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QRS t oinplex 
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Mnrkint- 

in I end X i 
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Shunt 3 

17 
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1 
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+4- 

? 

rS 

4 V 

33 

12 

XI 
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0 

4- 
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F 
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h 

F 
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t Caidiotlioracie ratio i0% or more 
* Tran'mi^sion to Back or neck 

; Sj-stolic gradient of 2. tnm He acro-c pulmonurj r ihc 


foi-m of Marfan’s disease, othei such cases max' 
be accounted foi by the variability m normal 
pulmonary arterial size oi position Hurxx'itt 
found that, in adolescents of comparable age, the 
circumference of the pulmonary tiunk could vary 
as much as 75 per cent These 3 features are also 
associated with vaiious fonns of congenital heait 
disease Atrial septal defect m particular is usu¬ 
ally characterized by the presence of a pulmonarx' 
systolic murmur of grade 1 or 2, a dilated pulmo- 


ngenital heart disease that were subs«nicnfl' 
Dved by cardiac catheterization In the gr.)i 
udied, 4 persons had been refused admissi ^ 
le Armed Forces, 3 persons had not 
ed to engage m any form of sports fund ^ 
irespiratory symptoms had 
after they were told that they had ‘ , 

1 person had had difficulty m 
y employment, and in 1 patient a pr p 
leen terminated 
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llie problem is bv no means uncommon Dunng 
t pcnod under review, more than 4 per cent of 
■; noht heart catheterizations performed at the 
iuc m acyanotic persons 5 years of age or older 
;\ohcd normal persons uatli clmical features sug- 
of mild congenital heart disease Further- 
fxc, m a number of patients in whom abnormal- 
ift ivere demonstrated hv cardiac catlieterization, 
le presence of a congenital heart lesion had not 
een established definitely by chmcal evaluabon 
ke Tins incidence does not refer to total num- 
ffs, since in some pabents parbal catheterizabon 
Bccdures-that is, dve cuia^es—were beheved ade- 
ute to e\clude a suspected abial shunt 


segment This may be true in cases wherein the 
amplitude of the posibve waves m lead Vi is 
marked or tlie pulmonary artery segment is rather 
prominent Even on rare occasions—an average of 
once ever}" 2 vears at the clmic, when an atnal 
septal defect has been present in such a pabent, 
the left-to-nght shunt has never exceeded 25 per 
cent 

The findmg tliat a systolic muimUr in the pul¬ 
monary valve area, an rsr' pattern in the nght 
precordial lead Vi, and \-ray evidence of a promi¬ 
nent segment of the pulmonan' artery can occur 
m otherwise apparently normal persons is new only 
in that use of the venous sampling technique has 



irt ^ ^'’'^otgenogram of thoraces of 2 patients svith atnal septal defect a (case 6), left to right shunt of 40% and normal 
' size b (case 1), left to nght shunt of 33%, enlarged heart, and prominent pulmonarj arterj segment 


blients Witliout Demonstrable Heart Disease 

lo most of the 45 patients with normal findings 
d k '^^theterizabon, the procedure usuallv 
' undertaken because of the presence of 
m than 1 of the aforementioned 3 features, 

‘ IS, systolic murmur m pulmonary valve area, 
bpete nght hundle-branch block pattern on 
e ectrocardiogram, and x-ray evidence of a 
, ^^'|''nent pulmonary artery segment In a minoritv, 
1 ' ^"uence of suspected slight enlargement of 
,^'rart vas an additional factor 
I present findings suggest that in a person 
of u normal-sized heart an 
defect IS most unlikely to be present 
* tie patient has a grade-1 to grade-2 svs- 
^ *u tlie pulmonar}' area, an incomplete 

t dio-n*" ^'^och block pattern in the electro- 
1 ' 3 prominent pulmonar}" arterv 


shown that this may occur in the absence of even 
small intracardiac defects Slv of our 45 patients 
seemed to hax'e some enlargement of the cardiac 
silhouette Although findmgs of right-heart cathe- 
tenzabon were normal, it is recognized that a 
cause of cardiomegalv other than congenital heart 
disease might have been present, even though not 
apparent, at the tune of examination Sunilarlv, in 
some patients who have a prominent pulmonary 
alter}' segment it is impossible to determme 
xvhether idiopathic pulmonar}' dilatabon, wth its 
specific lustolog\', IS present Our results indicate 
only some means wherebv isolated cases of pul¬ 
monary artery segment prominence of whatever 
cause can be dishnguislied clmicallv from dilata¬ 
tion of a segment of pulmonarx' arter}' associated 
uath a septal defect or pulmonan' stenosis 

In an occasional pabent there mav be a loud 
sxstohe murmur, or x-rav eiadence of an apparent 
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enlaxgerncm of the lieart, or an abnoiinal electro- 
CcUdiogiaphic pattern, or any combination of these 
abnormalities and yet, the light heait catheteriza¬ 
tion findings may be norma] In such instances, the 
piesence of congenital heait disease cannot be 
excJuded nutliout some fiuthei special investigative 
proceduie in our clinic 
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monary hypertension, persistent ducUis artenostn 
would appear to be a most unlikely diagnosis m 
a patient with a murmur confined to systole 

Of the 22 patients with ventiicular septal de 
feet and a small left-to-nght shunt, 21 did m 
present a problem in differentiation from the nor 
inal because the systolic murmur was loud and 
haish In the one exception, a patient with a local 
ized murmur, giade 2, the left-to-nght shunt was 
only S per cent 

The one patient m tins senes who had a com 
mon atrioventricular canal also had a parasternal 
systolic murmur, grade 3, accompanied by a thnll 
and could hardly have been mistaken for a person 
with a noimal heart 

In all persons with piimonary valve stenosis and 
a giadient of more than 31 mm of mercury across 
the pulmonary valve, the findings on physical 
exammation strongly indicated the presence of 
congenita] heart disease, because the murmur \sas 
loud and widely transmitted or a thrill was present 
In patients with a smallei giadient, the physical 
signs u^ere on occasion less definite, but tlie degree 
of stenosis must have been slight, and possibly 
absent, in all members of tins group, since the 
significance of extremely small gradients is iin 
certain 

Between Jan 1, 1953, and Apnl 1, 1959, 11 pa 
tients with atual septal defect and left-to right 
shunt of 40 pei cent oi less were catlietcnzed 
During this period, 237 patients with atrial septa! 
defect underwent iight-heait catheterization, and 
about 90 others were diagnosed clinically and opor 
ated on without catheterization Our experience 
suggests, theiefore, that either atrial septal defects 
with a small shunt are uncommon as isolated find 



Fig 5 (case 6) —Electrocardiogram of patient with atrial 
septal defect and left to right shunt of 40% Note tall R 
wave in lead aVR and tall R in lead Vi uith onset of in- 
trmsicoid deflection of 0 04 second 

Patients With Congenital Heart Disease 

In all patients having persistent ductus arteriosus 
vith a small left-to-nght shunt and normal pulmo- 
lary artery pressure, a continuous murmur was 
leard In the absence of evidence of severe pul- 


nigs and that trivial atrial septal defects (shunt 
of less than 25 per cent) aie rare—only 3 patients 
with the latter condition having been seen, or that 
symptoms and signs produced escape detection 
by the physician Necropsy findings favor tlie 
former inteipiretation (During the period under 
leview, 5,300 necropsies were performed, imt m 
no case was a small atrial septal defect an mo 
dental finding Dr J E Edu^ards, Section of PatlK> 
logic Anatomy, provided us with this infonnation ) 
A pulmonary systolic murmur, cardiac enlarge 
ment with a prominent pulmonary artery' segment, 
and an mcomplete right bundle-branch block pat 
tern on the electrocardiogram are present m a 
great majority of patients wnth atrial septa! de 
fects (Fixed splitting of the second lieart soiin^ 
may also be present, but an analysis of tins finmn.- 
was not considered feasible in our present stud) 1 
Any one of the features included m our studi mav 
be absent in an occasional patient, to have mor 
tlian one absent would be rare, especially sma 
mild atrial septal defect is itself so uncommon 
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ur study, no patient with a left-to-nght shunt of 
lore than 25 per cent had a normal heart size 
id a normal electrocardiogram (rS or incomplete 
gilt bundle branch block pattern), and m no 
ttient was a murmur absent and the heait normal 
1 size 

On onh one occasion was enlaigement of the 
?rrt or an abnormal electrocardiogram the onh' 
inormal finding On all other occasions the diag- 
isis was supported by the piesence of at least 
le additional feature of a kind not seen in any 
■ournormal patients, such as tiansmission of the 
urmur to the neck, oi increase in pulmonan' 
iscular markings 

No other forms of congenital heait disease have 
?en diagnosed in a mild foim at right-heait cathe- 
nzation at the clinic It is to be noted that dm mg 
IS penod w'e did not encounter an\' cases in 
Inch partial anomalous pulmonais' venous con¬ 
ation to a systemic vein oi to the right heait 
ith a small left-to right shunt occurred as an iso- 
ted lesion Neither did any' of the numerous con- 
‘cutive necropsies at the clinic during this period 
low any instance of partial anomalous pulmonai v 
mous connection as an isolated anomaly 


Summary and Conclusions 

Torh five patients suspected chmcallv of having 
ongenital heart disease but with nonnal findings 
a cardiac catheterization and 69 patients with 
roied mild congenital heart disease uere coni- 
ired w’ltli respect to the clinical findings A group 
f H volunteer physicians with no clinical e\'i- 
ence of cardiac oi pulmonaiw' disease was also 
iidied 

A continuous murniui was heaid in all patients 
"ing persistent ductus aiteriosus In all but one 
|>tient with a ventriculai septal defect, and in 
patients w'lth pulmonary' valve stenosis and a 
stolic gradient across the pulmonai v \alve of 
'frc than 31 mm, the intensity of the muimui 
's graded 3 or 4 and was widely transmitted oi 
sociated with a thrill In all patients with an 
trial septal defect and a left-to-iight shunt of 
jore thin 25 per cent, eithei caidiomegalv or an 
rnnrmil electrocardiogiam was jiresent 
t does seem possible, therefore, on the basis 
1 'CSC criteria, to make a reasonabh confident 
™cil diagnosis in adult patients with persistent 
"nlus arteriosus with a left-to right shunt of less 
il'' P^r cent, an atrial oi ventricular septal 
^ ect w ith a left-to right shunt as low as 25 per 
> or a pulmonarv' aalve stenosis w'lth a gradient 
ow as 40 mm of mercury' In a mmonta' of 
j ’r^rits avith more trivial defects, establishment 
* lagnosis might not be possible aaithout re¬ 


sorting to cardiac catheterization, but, except under 
special circumstances, this avould not seem to be 
of practical importance at the present time 

We wish to eamress our appreciation to Dr Howard B 
Burcliell and Dr Earl H Wood for tlie assist ince they have 
given us in this studj 

This study a\ as aided in part by a research grant from 
the Nation il Institutes of Health, U S Public Health 
Serv ice 
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Wringer Injuries 

Hugh B Lynn, M D , Louisville Ky , and Richard C Reed M D , Neivarl, N J 


T he laboi-saving device known as the washing 
machine with its hazaidous, powei-driven open 
wringei, has mtroduced the modem paient to hor- 
lois quite iinkTiown to the piimitive woman whose 
washday chores consisted of pounding the wash 
out by liand 

Despite tremendous advances in design and pro¬ 
duction of the completely automatic washei-diyer 
combination, manv nonautomatic machines with 
powei-diiven open wimgeis are m use and are still 
being manufactuied 

It IS not just the legulai Monday washday that 
offers this hazard Youngsters aged 2 to 6 years (the 
period in which these injuries most commonly 
occui) are apt to be house-bound and bored dining 
bad weathei on any day and at anv time of tire 
vear The fascinating lolleis offer a new interest 
to the inquisitive child 

Tiauma 

Clinical Expellence —During the sLvyeai peiiod, 
Jan 1, 1954, to Jan 1, 1960, 423 children were ad¬ 
mitted to the Children’s Hospital for treatment of 
wrmgei mjuiies Of tins group, only 118 (28 per 
cent) were girls The ages ranged fiom 9 months to 
15 years, with an average age of 4 yeais and 2 
months 

The light aim was involved m 61 per cent of the 
cases, the left aim in 38 pei cent, and both extrem¬ 
ities m 1 jpei cent Cuiiously enough, the injuries 
sustained by the little guls involved the right arm 
in 92 pel cent of the cases The average hospital 
stay of the entne senes of patients was 4 9 days, 
while the aveiage stay for those not lequmng 
either giafts oi sutuies was 2 3 days 

Pathology —Theie is gieat variation in tlie amount 
of damage with legaid to both severity and area 
mvolved Piactically all cases show some diffuse 
swelling The appeal ance of tlie skm may be noi- 
mal or tense and glistening, dependmg on the 
amount of undeilying edema and hemoiihage 
Abiasions, usually due to the countei-traction on 
the arm, aie found fiom the tip of the finger to tlie 
axilla (Fig 1) These vaiy from minoi scraping to 
avulsion of die skin In many cases the entire skin 
of the area has been tom fiom its underlying bed 
and drawn down in much the same way that a coat 

From the Children’s Hospital Dr Reed is non Assistant m Siirgerv 
Babies Hospital Ntnnrk N J 


Dining a sivvcai pciiod, 423 children 
were treated for injiuics inflicted b) 
niotoi-diiven n asli-imngeis All jiaticnl' 
weie treated alike The entiic extreiiiit) 
was cleansed isitli liexacliloiojilicnc Fine 
mesh gauze was apjilied to any contused 
or ahiaded aiea and coicied by a Inilki 
mild comjjiession dicssing, the arm nas 
then elevated by siisjiension Later ationc 
were treated in the usual it aj The dre-s 
mgs were changed every 8 to 12 hours for 
a period of 48 hoins Eight of the 423 pa 
tients sustained fiactiires, and 68 required 
skin giaftiug This incidence of giaftinp 
was lower than the average icjioitcd in 
other senes 


sleeve is pulled down over the shut sleete and 
cuff Tins dislocation of tissue severs the underltini; 
nutrient vessels and leads to extensive edema, c\ 
travasation of blood, and liquefaction of fat part 
icles The tension placed on the already daniaijcd 
skin may lead to sufficient impairment of tlie skm 
circulation so that necrosis and sloughing will W 
low 

Fractures of every bone of the arm liave oc¬ 
curred in these cases These are relatively rare and 
vary from the tuft of the terminal phalanx to fii^ 
inid-humoral fractine with its involvement of llic 
radial nerve 

Muscle bellies are not free of injniy The ciium 
mg action may easily shi ed the muscles of the fore 
arm or upper arm, and the hemorrhage into tlic 
damaged muscles may ire extensive As desenheo 
above, the tension produced bj’ hemorrage nw) 
lead to further ischemia and necrosis 

The churning nature of the injury leads to suo 
extensive damage that the mitral appearance b 
usually misleading Several hours are neccssan oc 
fore the full effects of the trauma become olinom 

Treatment 

At the Children’s Hospital, LomswUe, 
cluldren wrtli wnnger injunes are 
at least 48 hours This policy was established 
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use of man\ unsatisfacton^ e\peiiences with out¬ 
patient treatment Because fiactures rarely occur 
(m 2 per cent of cases), \-rays are not taken rou- 
tineh' It'henei'er anv possibility of fracture exists, 
\ ravs are obtained The lack of cooperation by a 
terrified 4-year old child who has just suffered a 
w-nnger mjury makes a satisfactory examination 
for bone damage difficult Consequently, a relative- 
Iv large number of these injuries were examined 
bv the x-ray department (64 per cent) 



Fig 1-Simple abrasion and contusion of forearm from 
power dmen m ringer accident 


After the x rav has been taken, the treatment 
consists of thorough cleansing of the limb with a 
liexachlorophene soap or a detergent This surgical 
toilet IS a protective measure aimed at pi eventing 
secondary infection should necrosis of the skin take 
place Abrasions or breaks m the skin are covered 
"itli fine mesh gauze Occasionally, a flap may 
justifv the use of sutures to loosely approximate 
it to its former bed The entire arm from the fingers 
to the axilla is then xvrapped in a sterde gauze 
head roll (Kerhx), and over this woven elastic 
hand age is applied This mild compression dressing 
tends to minimize and localize the collection of 
Old and oozmg of blood into the tissues and 
ceps the skin applied against the underlying 
structures 


he\t, the child is given general caie and tetanus 
protection whenever there is anv break m tlie skin 
® nnv possibility of underlying devitalized tissue 
^ >e arm is elevated above the level of the shoul- 
axillarj' or antecubital compression bv 
'c dressing, as well as to promote drainage and 
iinmize flmd accumulation m the damaged parts 
0 tier tubing is attached to the bandage about the 
'rod and tied to the top of an I V pole which is 
l">pped With wheels This provides a comfortable 
^lujicnsion for the hmb and also permits the pa- 
(f'' •''nibulant during the davhght hours 


During the fiist two days the dressings are re¬ 
moved every 8 to 12 hours A determination of tlie 
extent of the injury and of its progression is thus 
made under sterile precautions The surgical toilet 
and application of a bandage are repeated m the 
manner described previously If, after 48 hours, it 
IS evident that tliere is no important subcutaneous 
collection of fluid or of blood, and that tliere is no 
impending neciosis of tissue, the child is dis¬ 
charged to be cared for at home Approximately 
66 per cent of our patients were treated in this 
manner, their injuries proving to be only simple 
abrasions and contusions 

If accumulation of transudate or of blood is de¬ 
tected in the periodic examination, appropriate 
measures are taken Aspiration or incision and 
drainage may be necessary Approximately 27 per 
cent of the patients fell into this category, and it is 



Fig 2 —Standard wrapping and suspension used at the 
Children’s Hospital, Louisville, Ky 


m this group tliat we find the cases requiring skin 
grafts 

Approximately 7 per cent of tlie patients could be 
classified as a neglected group Either they had not 
been seen by a physician previously, or, more com¬ 
monly, the therapy or advice which had been given 
seemed to be distinctly inadequate Most of these 
children required skm grafts to cover denuded 
areas and physical therapy to reestablish adequate 
function 


Comment 

The variations in WTinger injuries mav be attrib¬ 
uted to many factors The size of tlie arm and the 
degree of sprmg tension of the rollers are obvious 
factors The length of time of the churning and 
extent of the patient s (and parent’s) efforts to apply 
countertraction increase the damage Tlie sooner 
the motor is stopped, die quicker the compression 
is removed, the less the damage appears to be 
Injuries to the web space between diumb and 
index finger are fairly common, and severe These 
occur w'hen the patients thumb fails to follow^ the 
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rest of the hand between the rollers (Fm 3) The 
relaxed extended arm ^^nIi usually roll 4ht up to 
the axilla wheieas the tense, flexed arm n?ay suSer 
extensive tissue destruction m the antecubital area 
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Fig 3-Wnnger mjuo to web space between thumb and 
forefinger 

It IS most impoitant to remember that, at the 
initial exammation, the injurj' mav appear to be 
minoi In the next 24 to 36 hours, the sbn which 
had appeared \iable may begin to change coloi and 
show signs of necrosis One of our patients pre¬ 
sented little exndence of severe injury at the time 
of admission Nevertheless, a slougli of the skin 
later developed m the discoloied antecubital area 
By the sixth day of hospitalization there was an 
adequate, clean granulating base which leqiuied 
a tluck-split graft 

Figure 4 shows extensive avulsion of skin and 
subcutaneous tissue to a degree laiely encountered 
There is also some severance and shredding of 
muscle The swelling of the upper arm and axilla 
IS obvious, and there is diffuse ecchymosis of tlie 
upper arm with subcutaneous fluid and blood The 
si^ of the upper arm surxived because aspiration 
was carried out early, thereby allowng tlie nu- 
tnent bood vessels to come once agam in close 
apposition to the skm Theie were no fractures, but 
sian grafts were necessary 


Summary 

Dunng Ae six years, Jan 1,1954 to Jan 1 m 

i tL pf "'ere hospit’iS 

at tlie Childrens Hospital Fractures occurred k 

per cent required sbr 
grafts Scxty-six per cent of die patients proied k 
have only mmor contusions and abrasions Sn 

home 

Our clinical expenence suggests that most pa 
tients mth wiinger injunes will do well if tliei arc 
properly handled from the time the injun' occur 
Early medical attention is of paramount minor 
tance Our observations on the neglected cases, 



Fjg 4—Extensne mjurj' of upper arm and ovih from 
power-dnven w nnger j 

which were considered minor injuries elsewliere, 
led us to a policy of hospitalizing all such paticnts_> 
until the extent of mjury was apparent 
Obseivance of the principles of the surgical toi > 
let, use of sterile compression bandages, suspension 
of die hmb, penodic inspections of die estremiti , 
with evacuation of fluid or of clots, and early grafts i 
to replace lost skm will go far to insure mauminn . 
consen'ation of hssue and minimal impairment or ^ 

function ^ 

By all odds, the best treatment is preientno m: 
Prevenhon implies an effort to perfect safegnor* f 
on electnc washing machines and the education of j 
parents to the hazards of the wnnger i 

226 E Chestnut St (2) (Dr Lynn) ■■ 


P UBLIC HEALTH -The state of public health is an ultimate test of the value 
of medical science as applied by the medical profession It is a so, o course, a 
test of manv other things which influence community e- ® ^ ^, 

vironment, prevailing customs, and standards of living ence e is nrofession 
IS more inclusive than is tiiat of either medit^l science or 

What concerns us here is the outcome of all ^ese Medicine and 

peoples suffenngs or, conversely, of their well-being-R ^ Shtyo^ Me^ 

Soefety m America, 1660-1860, New York University Press, 1960. page 8. 
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SPECIAL CONTRIBUTIONS 


Dr. Rene J. Dubos—A Tribute 

Selman A JVaksman, Ph D , Netv Brunswick, N J 


Dr Rene Jules Dubos was born in Saint Brice, 
Tance, on Feb 20, 1901 He studied agnculture at 
he Institut National Agronomique in Pans be- 
Hcen 1919 and 1921, followed by another year 
t the Institut de Reclierches Agronomiques He 
ame to the United States in 1924 He received bis 
’liD at Rutgers Universits^ in 1927 The univer- 
aties that bestowed honorary degrees upon him 
nclude the UniversiU' of Rochester, in 1941, Har- 
md University, in 1942, Rutgers University, in 
1949, Pans Univeisity, in 1950, the New School for 
Social Research, in 1956, and an honorarv M D 
From Liege University 

His first assignment in the United States was as 
1 research assistant m soil microbiology at the New 
wsey Experiment Station at Rutgers Univer- 
'it\ between 1924 and 1927 This was followed by 
1 fellow'ship at the Rockefeller Institute for Medical 
I search in 1927 He remained at the Institute un- 
il 1942 In that year he accepted the George Faby- 
in professorship of comparative pathology and the 
irofessorship of tropical medicine at Harvard Uni- 
orsitv Medical School He returned to the Rocke- 
dlcr Institute in 1944 as a member 
Dr Dubos is a member of the National Academy 
' “*^'Gnces, the American Philosoplucal Society, 
I National Research Council He is the au- 
lor of a number of books, notably The Bacterial 
I'f (1945), Bacterial and Mycotic Infections of 
1^1®)> Louis Pasteur—Free Lance of Science 
’o ’ Plague—Tuberculosis, Man, and 

(1952), Biochemical Determinants of Mt- 
lol Disease (1954), and Mirage of Health 
- ojms, Progress, and Biological Change (1959) 
nn ^''TiG to know Dr Dubos m one of the 
, ^ f S^ogriiphical spots in the world, tlie 
19U 'ti ^°'^8hese Gardens in Rome, in May, 
International Congress of Soil Sci- 
ititiii" 't \ International In- 

c, ^ ? ^Snculture Dubos was the assistant edi- 
lof "o of the Institute (1922-1924) He was 
'e w , "dll this particular position, since 
‘'as p? ooking forward to a scientific career He 
_P^oiulv interes ted in microbiologv or, rath¬ 


of Microbtolotr> Rutcers The State 


111 


er, that phase of it that dealt with soil processes 
We discussed the possibilities of a fellow'shiji and 
other means of support if he xvere to come to the 
USA to study for his Pb D degree at Rutgers 
University Four months later we xveie fellow pas¬ 
sengers out of Le Havre for America The sea 
vovage gave us ample oppoitumty to compare edu¬ 
cational systems in America and in Europe, and to 
discuss the beginnings of great scientific develop¬ 
ments m the United States 
Dubos selected mv laboratory to carry out nis 
research w'ork He w'as assigned during the first 
year and a half to a project dealing w’ltli the cata¬ 
lytic powers of the soil He took only little mterest 
in this particular problem, although he devoted to 
it all tile attention that w'as requued Later he se¬ 
lected as an independent project of research the 
studv of the bacteria concerned in cellulose decom¬ 
position in the soil This formed a phase of a gen¬ 
eral project of decomposition of plant and animal 
residues by diffeient groups of micro-organisms 
His interest w'as aroused I shall never forget a 
chilly morning, early in 1926, when I arrived at the 
laboratory somew'hat ahead of mv usual early 
schedule, to find Dubos excitedly holding up a 
plate m wdiich cellulose w'as being disintegrated 
by a bacterial culture that he had recently isolated 
His eyes w'ere shining His face w'as intense As he 
watched the disintegrated cellulose fibers and tbe 
yellow^ slime produced along the bacterial streak, 
he was dreaming of processes of a new' and little- 
known group of microbes that plaved its part in 
the cycle of life in nature I then recognized that 
he W'as on his w'ay tow'ard a real scientific future 
During the three-year penod that Dubos spent 
with us (1925 througli 1927), there assembled a 
brilliant and outstanding group of voung imesh- 
gators, eitlier w'orkang tow'ard advanced degrees or 
can:>'ing out post-doctoral studies The uroun 
mcluded Ehas Melin from Sweden, now Carl Lin 
naeus Professor of Botanv at the Unixersitx of Unn- 
sala Tovborg-Jensen and Jacob Blom from Den¬ 
mark, the first of w'hom is now Dean of tbe College 
of Agnculture and chairman of the atomic enerm' 
^oup m his countrx' and the second, chemist of the 
Tuborg Brewenes in Copenhagen, Hans Jennx of 





dr RENE J DDBOS-WAKSMAi\ 


SwtzeiJaijd now Piohssoi of Soils at the Univei- 
sit>^ of Califoniia, Haiold Sandon of England, now 
Erofessoi of Zoology in die Sudan, and otheis 
Among them, Dubos appealed to be the youngest, 
ceitamly the quietest As we gadiered aiound a 
table at oui weekly' Fiiday laboratory lunclieons, 
discussions langed fiom politics to science, fiom 
agiicultuie to zoology, Dubos always listened at- 
tentis^eb' When he had something to conbibute, 
it was well thought out and logicallv^ pi esented He 
lead extensively, not only m his selected field of 
soil miciobiology but in allied subjects, such as 
xeteimaiy bacteriologx' and virology He became a 
close fiiend of Di F Beaudette, the poulby 
pathologist of the Expeiiment Stabon, with whom 
he was latei planning to wute a joint fieatise on 
poultn diseases 

Dubos completed his training at Rutgeis in 1927 
Piior to this time Di 0 Avery of the Rockefeller 
Institute wiote of difficulties in finding an enzyme 
system that would hydiob'ze the capsular caibo- 
hvdrate of the pneumococcus oiganism He won- 
deied whethei the soil might not haiboi some mi- 
ciobe that would ha\ e the capacih' to produce such 
an enzMue s\stem He was fuithei mteiested 
in locating a young bacteiiologist, bained in soil 
miciobiological inanipulabons, w’ho w^ould be 
qualified to imdeitake such a study Pei haps I 
knew of one 1 heaitih lecommended Dubos for 
the position He w’as ofiFeied the appointment and 
accepted 

The bainmg that he received in soil emich- 
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Unfortun^ely, the hope, tlms .noosed did „o| „ 
teriohze Had the scientific world fully anprecml 
cR that time the significance of this discoien- t 
prachcal development of the antibiotics might iia 
occuried so much earher This obseivation of D 
bos, just as the pievious ones of Gratia in Belgm 
on tlie mycolyzate” of actinomycetes, and of FIci 
mg in England on “penicillin” of molds, was to 1 
set aside as being pmelv scientific in nature, wit 
out any immediate piachcal consequences 
Dubos w'as persistent, how^evei Since he faih 
to conbol the development of patliogenic bactci 
by an enzyme system, he wmnted to isolate medi 
nisms (latei designated as antihiobcs) that won 
inhibit the total giouth of tlie bacteria and jie 
haps kill tliem He pioceeded woth Ins eniichmci 
methods, using various living bacteiia ratlier tlir 
bacteiial exbacts Aftei leiieated additions of li 
ing cultuies of vanous pathogenic bacteria to soi 
wdnch weie kept moist and aeiated (conditions f. 
voiable foi the development of bacteiia capable! 
desboymg the pathogens), he succeeded finalK i 
isolabng fiom such eniiched soil a cnltiiie of .i 
aerobic spoie-fonnmg bacteiium, latei identified!; 
Bacillus hichis This organism produced certai 
antibacteiial substances designated as granncidi 
and h'locidin The name w'as latei changed to th 
hrrotbiicm complex, after Tywthin a term nscdi 
Fiance to designate aeiobic spore-fonning bacteri.' 
These piepaiations w^eie active upon various coc( 
and othei bacteiia, not only in the test tube hii 
also m expeiimental animals 


ment pioceduies and his expeiience in the isolation 
of cellulose-decomposing bacteria fiom the soil 
piejiaied him foi the pioblem in question He pio¬ 
ceeded with the development of suitable media, 
containing the capsulai caibohxRiate, upon which 
specific bacteiia wmuld develop A. sample of a 
cianbenv soil in New' Jeise>, w hich I used at that 
time m my owm sbidies on soil humus and had sent 
to him, was the final souice fiom which he isolated 
the long-looked-for cultuie he announced 

m 1932 successful isolation from the soil of a 
bacillus that produced an enzyme that had the 
capacity to hydiolyze the capsulai caibohydiate 
of the pneumococci, it aioused consideiabie inter¬ 
est 

Although the method of eniichmg soil with pai- 
ticiilai nubients, follow'ed b\ the isolabon of oi- 
gamsms capable of attacking such nubients, was 
well knowm in the stud)' of sod miciobes (since the 
w'Oik of S N Winogiadsky and M W Beijeiinck), 
tins development wms lathei unique in medical mi- 
ciobiology Dubos deseives the ciedit foi applying 
this method to the isolation fiom soil of oigamsms 
capable of attackmg patliogenic bacteiia oi their 
cellular constituents It was believed that once tlie 
pneumococcus organism w'as freed of its cai;)sule, 
the blood system of the human oi animal bod\ 
would leadily digest the naked bacterial cells 


This w'ork, announced in 1938, aioused inmcr 
sal inteiest Numeious laboiatoiies undeitook im 
mediate studies of this anbniiciobia] agent Sever.) 
industrial concerns began to piepaie it on a larg( 
scale Its use in the beatment of certain luim.ir 
diseases xvas soon to make its appearance Tyro 
thiicin, how'evei, had its limitations It could not 
be used paienteially wathout to\ic leactions It wai 
not effective against all diseases Neveitheless, these 
sbidies excited a profound stimulus upon sobse 
queiit investigations and encouiaged the scnrdi 
for new antimiciobial agents pioduced bv micro 
oigamsms Thev also influenced to a considerable 
extent mv own subsequent studies of the antibac- 
teiiai pioperties of fungi and acbnomvcetes and 
led me to piogiess from sbidies of the effect of 
certain gioups of soil nncio-oiganisms iijion other 
membeis of the sod population to a stud) <> 
their effects upon disease-producing bacteria ana 


•ubos IS a boin teacher, if one can so 
the years of his initial association w'ltti 
kefellei Inshbite. he was always 
lents. of people to whom he could 
ns accumulated knowledge, and m i 
iitable mannei interpret the processes inc 
1 m the life of bactena and in the 
sbgators studying such hactena Tlic opp 
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iiniU' to do so came in 1942 Harvard Universih' 
)ffered him a professorship m the Medieal School 
le hoped to find the long-sought outlet for his edu- 
ntional interests The course that he oflFered at 
lan-ard led to the publication, in 1945, of a book 
mtitled The Life of Bacteria Unfortunately, the 
ipportunities for continuing his research activities 
n his chosen field did not fully materialize in his 
lew position Committee work took up too much 
if his time After a few short years, he felt that the 
Rockefeller Institute ofiFered, after all, the best out- 
et for his latent energy 

Upon his return to the Institute, he took up at 
ince the problem to which he had devoted previ- 
lusly only latent attention, namely, the study of 
he tuberculosis organism, its nutrition and its im- 
nunological potenbahties He also began to devote 
Tiore time to lectunng and to writing He became 
larticularly interested in the father of microbiolo- 
;v, Louis Pasteur Tins interest resulted in a mon- 
imental treatise dealmg with the life and work 
of this great microbiologist In reviewmg this book, 
I said ‘It is more tlian a biography of a great 
microbiologist, it is a history of microbiology it¬ 
self, especially durmg the nmeteenth century It is 
more than a hook about a great scienfast, it pre¬ 
sents the philosophy of science, and treats of the 
socioeconomic and historical background which 


made possible the life and scientific contributions 
of Pasteur 

Dubos said of Pasteur “The longing to transcend 
the primary needs and satisfactions of one’s vege¬ 
tative life, to become one of the greatest actors m 
the unfolding of the future of one’s commumty 
or of humanity, is an urge probably widespread 
among men In this sense, it is true that many great 
achievements are motivated bv generous impulses 
and that the acknowledgment of it by society is 
often a source of gratification to asprrmg men ” 

Dubos' scientific studies resulted m a senes of 
papers, by bimself and his associates, which dealt 
with problems of bactenal physiology, toxm pro¬ 
duction by bacteria, serological reactions, problems 
of immunity and vaccination, and the growth and 
survival of the tubercle bacillus He became inter¬ 
ested m problems of social significance, as so well 
expressed m another monograph ivntten by himself 
and his wife. The White Plague “There will 
emerge from this synthesis the conclusion that tu¬ 
berculosis IS not, as Dickens believed, a disease tliat 
medicme never cured, wealth never warded oflF It 
IS the consequence of gross defects in social organ¬ 
ization, and of errors m individual behavior Man 
can eradicate it ivithout vaccines and without drugs 
by mtegratmg biological wisdom mto social tech¬ 
nology, into the management of everyday Me 


Health and Disease 

Rene J Dubos, Ph D, Neiv York 


Tile recipient of tlie Passano Award m 1947 was 
r Selman A Waksman and in 1949, Dr O T 
lew Dr Waksman guided my first steps in scien- 
'nc life when I amved in the United States, and it 
"''s Dr Aver)' who launched me m medical re- 
^circh bv bringing me to his department at the 
^oetyfeller Institute The reeipient m 1958 was 
r Leorge Corner, with whom I now share a floor, 
*n Rockefeller Institute I have also had tlie 
P yiege of social and professional associations 
'’> 1 most of the other recipients of the award I 
jj'" "ell placed, tlierefore, to appreciate tlie dis- 
ion of the company to which you are admitting 
octal, and words cannot express my sense of 
o a itucle for the great and unexpected honor that 
ou have conferred upon me 

- adiisedlv that I have used tlie expression 
^J ^'qiected hono r, for I realize that no single 
Ihp nod.( feller ImtlUile 


scientific achievement of mme can match m im¬ 
portance the discovenes for which the Passano 
Awards have been made m tlie past I must as¬ 
sume, therefore, tliat what you want to recognize 
this year is not a particular discover!', but rather 
a certam continmty of effort, as well as my will- 
mgness to accept tlie consequences of the inner 
logic which has guided m)' work—even though 
this logic has taken me at times beyond the con¬ 
fines of scientific safety On this assumption, the 
best I can do to justif)' your confidence is to ana¬ 
lyze the trends of thoughts which have led me 
progressively in the course of the past 30 years, 
from biochemical and immunological investiga¬ 
tions on the microbial agents of disease, to a pre¬ 
occupation with factors of total environment which 
affect the health and liappmess of man 

My pomt of departure was the knowledge and 
atbtude concemmg infectious disease ivhich were 
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impaited to me by Di Avery-a supieme master 
or immunological science In his department, the 
tocus of attention was a particulai disease pneu¬ 
mococcus pneumonia, and the fundamental ap- 
pioach was to leain as much as possible concein- 
ing its causative agent and the immunological 
1 espouse of tlie host to infection Like othei mem- 
beis of the depaitmeiit, I worked undei Dr Avery’s 
guidance on the metabolic and immunological 
piopeihcs of the pneumococcus, it was oui faith 
that the knowledge thus acquired would even- 
tuallv lead to methods of contiol of the disease 
by vaccination, by seium theiapy, and by the use 
of antimiciobial drugs The concept of specificity 
dominated our thoughts, with legard to etiology, 
pathogenesis, and control It was tins scientific 
philosophy which provided the pattern of a book 
I published m 1945 under the title “The Bacteiial 
Cell—its 1 elation to pioblems of virulence, immu¬ 
nity and chemotherapy ” 

I need not point out that the pmely bacterio¬ 
logical and immunological approach, based on the 
classic foimulation of the germ theoiy of disease, 
has been the mam force in the study of infectious 
piocesses during tlie past 80 years Evei since 
Pasteui, “Cheichez le microbe” has been the motto 
which has given a sure diiection to the leseaich 
efforts of bacteiiologists and immunologists, and 
to the piactices of physicians and hygienists But 
it seems to me that the law of diminishing letums 
is beginning to operate in this appioach to the 
problems of infection, and that the revvaids in the 
futuie will not be commensuiate with the effort 
and tlie cost Not that I question oui ability to 
pioduce new vaccines and new diugs to combat 
miciobial pathogens In fact, I have such confi¬ 
dence in the power of classic techniques that I 
legard the discovery of specific agents effective 
in piophylavis and therapy as just a matter of 
enough time and money But I do question tlie 
magnitude of beneficial effects that we can derive 
from these techmques with regard to the total dis¬ 
ease problem in our communities today 
In its oiigmal foim, the geim theoiy' of disease 
was formulated to deal with the acute and epi¬ 
demic infections which dominated 19th century 
pathology Today, ttiese types of infections are 
becoming less destructive in our communities, but 
they are bemg replaced by othei types of infec¬ 
tious processes which demand a lefoimulation of 
the geim theoiy There are many leasons for this 
change m the pattern of disease The most obvious, 
of course, is the very success of the medical tech¬ 
niques at our disposal foi the control of acute 
bacterial and parasitic diseases More important, 
piobably, IS the fact that changes in the genetic 
structure of the population and m tlie ways of hfe 
have altered considerably bodi the sppad of in¬ 
fectious agents and our resistance to them 


J A M A , Get 1 , 19, 

Despite common belief, however, tlie total ellc 
ot medical discoveries and of biological and soci 
a_dvances has not been to elimmate, or even n 
duce, the practical importance of infectious p. 
thology Rather, what has happened is that ii 
fectious diseases are as much of a problem m ot 
hospitals as they were in the past, but the pa 
ticular agents involved, and the type of patliolos 
they cause, aie different from those that used I 
be seen Most frequently today, pioblems an; 
not from the highly virulent pathogens, but ratlu 
fiom the common microbes that are ubiqmtot 
m our environment, and even m our bodies, an 
that had long been assumed to be essentially harn 
less These ubiquitous microbes become agon 
of disease only when tlie general resistance t 
the body has been decreased by disturbances i 
individual physiology or in social condihons 1 
view of these facts, it seems to me that the tiir 
has come to reformulate the geim theory of di; 
ease m tei ms of the total biological and socu 
conditions that exist in our communities today 
conditions which are very diffeient from tlios 
that prevailed a few generations ago 

Thomas Huxley once stated that eveiy new cor 
cept begins as heresy, then evolves into orthodov 
and finally ends as superstition I believe that tli: 
remark applies to tlie germ theory of disease T 
escape the sterility of orthodoxy, it beliooves n 
to turn our attention to factors which are n 
sponsible for tlie disease pattern m tlie moder 
world, because only thus can we hope to dcvclo 
control methods tailor-made for prevailing cor 
ditions 

A few years ago I tiled to deal with tins pro!) 
lem m a book entitled “The White Plague Tuber 
culosis, Man and Society” Tuberculosis provide 
an excellent illustration of the dependence o 
pathological processes on the total environment 
because there is overwhelming evidence for tin 
view that, independently of the rate of infection 
the severity of the disease is conditioned bv J 
multiplicity of host factors which m their tun 
are influenced by the environment For example 
susceptibility to tuberculosis is increased by ccr 
tain nututional deficiencies, by inadequate protcir 
nutrition in particular Tins aspect of the proWem 
certainly contributed to the susceptibility o tiic 
destitute labonng classes during the early 
of tlie Industrial Revolution, and it is still imp<' 
tant today among the malnourished population 
of Asu, Africa, and Lahn America In passinj. 
cannot resist the temptation to os-press my M' 
that, as a result of tins fact, it is 
that drugs alone, 
nation, can 


VJ. V*- '-O'' - A J. ] 

control tuberculosis m tlie 


nation, can couuui --- . 

leged countnes of the world as 
nutritional status has not been raised to a rcas 


able level 
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Throughout the field of infectious pathology, 
there are many situations other than tuberculosis 
in which the seventy of the disease, and tlie 
problem of its control, are dependent on the char- 
.ictenstics of the total environment Leprosy, which 
was a scourge dunng medieval times in most of 
Europe, vanished there without benefit of specific 
metliods of prophylaxis or therapy during the 16th 
centur}'-even though it remains a major health 
problem in many parts of the world Rheumatic 
fever began to decrease in sevent)' in the Western 
World before antistreptococcic drugs had become 
available Measles also has progressively decreased 
in severity And what has become of the siveating 
sickness which terrorized England on several occa¬ 
sions dunng Tudor times^ In contrast, paralytic 
pohomyehtis, and the infechons associated with 
chronic bronchitis, are examples of diseases which 
are on the increase m our communities, m large 
part probably because of changes in our ways of 
life Clearly, the statement made by Wdliam Farr 
three quarters of a century ago still applies today 
The infectious diseases replace each other, and 
when one is rooted out it is apt to be replaced 
by others which ravage the human race indiffer¬ 
ently whenever the conditions of healthy life are 
wanting (Italics mine ) They have this property 
in common witli weeds and other forms of life, as 
one species recedes another advances ” 

In new of these facts, I find it diflScult to 
believe that the solution of the problem of infec¬ 
tious disease can be based only on an endless 
search for new types of vaccmation, or new types 
of drugs, to meet each emergency as it arises We 
must look for other avenues of approach, probably 
different ones from those based on the concepts 
of specific etiology 

In my recent book, ‘Mirage of Health—Utopias, 
Progress and Biological Change,” I tried to formu¬ 
late some of the complexibes of the interplay 
hetiveen living things and total nature, not only 
W'lth regard to infectious diseases but to other 
pathological disorders as well This analysis has 
convinced me that the crying need at present is 
to acquire more understanding of the multifanous 
effects that the environment exerts on hvmg things, 
and of the adaptive mechanisms which allow man 
to function under a wide range of conditions It is 
tins philosophy which presides over the research 
activities of our department at The Rockefeller 
nstitute We are concerned less avith particular 
microbial agents or particular diseases tlian with 
the general mechanisms by which the host can 
respond to the various stresses and strams of life— 

0 they of infectious or other origin 

Tl'e activities jof any one of us is limited, of 
wurse, by the range of facihhes at his disposal, 
^n even more by his mastery'-of theorebcal know 1- 


edge and techniques Because of professional 
specializahon, the emphasis in our group has been 
on the factors which condition tlie interplay be- 
bveen microbial agents and experimental sy'stems 
both in vitro and in wvo But technical limitahons 
need not confine conceptual views It seems to 
me that the thoughts I have outlined here are 
part of a much larger concept Man, like other 
living things, is always reachng to the factors of 
his total environment, and the nature of his re¬ 
sponse IS the measure of his state of health and 
disease Tradibonally, medicine has been concerned 
chiefly with situabons m which the organism’s 
response is defective and therefore expresses itself 
m disease To a large extent, the role of the physi¬ 
cian has been to develop and apply procedures 
for correction of tlie disturbances that occur when 
the homeostatic mechanisms fail to cope with the 
disturbances caused by tlie environment, or when 
the body response goes astray It seems to me that 
tins tradihonal attitude must be supplement© 1 
today by a more positive approach to the problen 
of health 

One of the most cliaracterishc aspects of the 
modern world is, of course, the rate of change 
Not only are many changes occurring among us 
but—more importantly—they occur so fast that it 
is difficult for man to adapt himself to the new 
conditions The more efficient society becomes at 
rapidly modifymg our environment and our way's 
of life, the more unpredictable are the responses 
of man to the new condihons of his own making 
For this reason, it is becoming mcreasmgly impor¬ 
tant and urgent to study the effects that industrial 
and social mnovabons exert on normal man, be¬ 
cause so many of these effects are likely to have 
pathological consequences In order to meet its 
professional responsibilibes, medicme must add 
to its preoccupahon w'lth disease the study of the 
responses of normal man to the rapidly changing 
environment It must supplement the know'ledge 
of pathology with a new' science which might be 
called biological technology At least, this is the 
convichon w'hich has led me, a bacteriologist, to 
focus my tlioughts increasingly on the factors, ex¬ 
ternal and mternal, which condition the response 
of man to tlie microbes which are an ubiquitous 
part of his environment 

The Passano Foundabon w'as founded in 1913 
witli the purpose of encouragmg ‘medical science 
and research, parhcularly tliat havmg a clmical 
applicabon I realize that my factual contribu- 
bons do not loom large in the light of practical 
clmical problems But your generosity will en¬ 
courage me to contmue searchmg, by experiment 
and bought, elusive factors of our civihzafaon 
which affect-for good and evil-the well-being of 
man ® 
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Electron Microscopy of 
Human Tissue Mast Cells 

R C HMs, PhD,] H Ph.lhps, M D , „„d Georg, E Burch, M D, AW Orleous 


T issue mast cells have been a somce of cuii- 
since then first desciiphon by Ehrlich, in 
1871 ’ ■ A voluminous hteiature, including several 
leviews,’’'*' has accumulated over the succeeding 
r^eais In general, mast cells have been shown to 
contain heparin, histamine, and serotonin There 
are great s]iecies variations, however For example, 
seiotonin has only been identified in mast cells of 
the mouse and rat 

Many physiologic phenomena involving mast 
cells have been desciibed Riley ® believes that a 
local “mast-cell cycle” may play a part m the 
deposition, absorption, and redeposition of fibrils 
in tile connective tissue This is among the better- 
known physiologic functions of these cells Regard¬ 
less of the vast amount of data accumulated on 
the subject, it is apparent that the role of mast 
cells in normal connective tissue metabolism le- 
mains a mystery Even less well understood is the 
function of these cells in pathologic alteiations of 
connective tissue Significant changes in mast cell 
concentration have been noted in numeious clinical 
states, including endocrine disorders, neoplasia, ath¬ 
eromatosis, thrombosis, and collagen diseases 
An appiopiiate word of caution has recently been 
expressed by Fishei concerning the interpreta¬ 
tion of these observations He wrote as follows “It 
does not appear iirelevant to consider that it might 
be more significant to focus attention on the de¬ 
pleted mast cell of tissue lathei than on those with 
identifiable intact gianules This impression is 
based on the supposition that the well-gianulated 
mast cells observed in tissue section may represent 
‘storage’ forms rather tlian secretory fonns” 
Recently, various chemical tools have been in¬ 
troduced foi further study of mast cell function 
Substances such as reseipme, polymyxm B, com¬ 
pound 48/80 (a condensation product of p-meth- 
oxyphenylethyl-methylamme and formaldehyde), 
and cortisone have been employed to produce 


Trom tlie departments of -matomy and medicine, Tulane Univereity 
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characteristic functional alterations, both chemica 
and morphologic, m tissue mast cellsNu 
merous othei studies related to various phases ol 
mast cell function have been reported The morplio 
logic studies of mast cells have been largely al 
the light micioscopic level and usually in animals 
othei than man 

Use of the electron micioscope m tire study of 
mast cells has become feasible dining recent years 
ivitli the development of better methods of tissue 
preparation and thin sectioning The superior re 
solving power of the election microscope has made 
it possible to study the mast cell granules at ex¬ 
tremely high magnifications (X 100,000 oi more) 
and to observe the internal structure of granules, 
at almost molecular level Electron microscopic 
studies of mast cells obtained by peritoneal wash 
mgs from guinea pigs and hamsters were reported 
by Smith and Lev'is and on canine mastocytoma 
cells by Bloom, Larsson, and Aberg ■' v 
An electron micioscopic study of human mast 
cells obtained by fiesh biopsy had been and still 
was m progress in this laboratory at tlie time of 
this unating ® In these inx'estigations, biopsy 
specimens of skin, gastric mucosa, and colon mu 
cosa were obtained and fixed immediately in He 
OsOj buffered at pH 74 with veranol acetate 
buffer Dehydration was carried out over a period 
of hvo hours in graded methanols, and 1 mm 
blocks of tissue were embedded in a mixture of 
1 part metliylmethaaylate and 12 parts n-bufyl 
methacrydate Sections were cut at a thickness of 
about 1/40 ju. with a Porter-Blum microtome and 
observed with either an RCA EMU3C or Siemens 
Elmiskop 1 electron microscope Such methods 
require a great deal of searching, since only a ven 
small area can be observed at one time It ui* 
been possible, however, to locate and identiis 
mast cells in all of these tissues 
At least txvo types of cells were found m tfic 
tissues studied which would be classified as mast 
cells by light microscopy on the same 
One of these tj^es consists of long, spmdie-stapcd 

lie 
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cells (see figure, A) These cells, encounteied in 
all of the tissues studied, are especially numerous 
in the dermis near the smaller blood vessels The\' 
are the same cells first showm by Adams-Ray and 
Nordenstam to be chromaffin positive 
Tlie granules in the chromafifin type of cell have 
an average diameter of about 0 5 /x and are irregu¬ 
lar in shape Ordinarily, the granules appear ho¬ 
mogenous, and only m the thmnest sechons can anv 
internal structure be recognized In such sections 
some of the granules consist of closely packed, 
regularly arranged particles (see figure, B) The 


tinctive Each granule consists of lamellar groups, 
some in tlie form of scrolls, m close association 
with particulate matenal (see figure, D) The 
ratio of particulate material to lamellar mateml 
varies from cell to cell 

The two types of mast cells described above 
were, because of distmctive differences m mor¬ 
phology, at first believed to be Hvo unrelated cell 
tj’pes which had one property m common meta- 
chromasia of granules Further observation of 
additional tissues, however, has revealed intermedi¬ 
ate foims A few cells have been found which con- 
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A,chromaffinposihve mast cell from dermis (marker = 1 Om X 13,000) B, tno granules of chromaffin nnc,f,v» ii . 

h.gh ma^.fiea,.„„ ^er = 0 1 . X 75,000) C, mast cell of ordma/v Upe frL hliman smTa^f "rarker = 1 0 . v 
’ ' *'uglc granule from ordinary mast cell showing lamellar scrolls (arrow ) (marker = 0 1 /i y 75 000) ^ ^ 


Pi icles are at the limit of resolution of the elec- 
ron microscope and could not be accurately meas- 
jue Most of the granules are enclosed by thin 
‘‘mihng membranes 

1 last cells of a second type (see figure, C) are 
^uund tliroughout the connechve tissue of all the tis- 
11 These cells were most numerous near 

Vessels They are round or oval m shape 
in A numerous granules averaging 0 75 /r 

lamcter The granules m these cells are dis¬ 

117 


tain granules of both t^qies Thus, it appears that 
tlie U\o cells are simply variants of the same tame 
m wluch case intermediate forms might be ex¬ 
pected 

Since mast cells are known to produce sexeral 
substances it does not seem unreasonable to postu¬ 
late tliat speciahzation m the produetion of these 
substances m variable proportions, depending on 
die requirement of the particular area, might occur 
Such specialization in function might well be re- 
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fleeted in the moipliologic differences desenbed 
above 

The data on tlie biochemistiy of mast cells 
makes it evident that consideiable variation exists 
fiom one animal species to another Further- 
moie, light and electron micioscopic observations 
shov'^ that mast cells diffei m morphology fiom 
one aiea to anothei in the same person Variations 
in mast cells of the same peison aie difficult to 
studv bv oidinaiy chemical methods because of 
then wide distnbution and mixtuie of types in 
the connective tissues of the body, making it diffi- 
eult to sepaiate and concentiate each vanety of 
mast cell 

It IS hoped that futuie electron micioscopic 
studies, m conjunction witli vaiious chemical 
manipulations in various physiologic and patho¬ 
logic states, may result m a bettei undeistandmg 
of the tissue mast cell These cells aie exhemelv 
sensitive and have been likened to “unicelJulai 
endocune oigans” Togethei, the mast cells m man 
total a mass gieater dian that of the hvei,“ and 
then iiossible impoitance m health and disease 
should not be overlooked 
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XNSENsmvrrr to ionizing Radiations-k « 

I animals are meapable ot detectmg tagh energy 

JL senses, but there is some evidence that it can be sensed • v j, 

stances Two individuals w'ho leceived a jndmdual receiving 

reported a local “tingling sensation during exposure sensation al- 

several thousand lads from an electron earn q animals 

though there was probably no temperature dance be- 

relatively small doses of penetiatmg '°^j^^^Q„\yoidance has been reported 

havior in cats, rats, and mice A ^ dose of 360 r had been 

m albino rats at dose rates of 1-4 ^minute ane ^ the Mouse, 

delivered -H L Andrews and L M Camero ^ < j^fedicme, March, 1960 
Proceedmgs of the Soowty for Expermental Biology ana 
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PRELIMINARY COMMUNICATION 


Use of Imipramine in Diabetics 

Effects on Glycosuiia and Blood Sugar‘Levels 

Stanley M Kaplan, M D , James W Mass, M D , John M Pixley, M D , and JV Donald Ross, M D , Cincinnati 


S E^^ERAL new drugs for the treatment of de¬ 
pression have been introduced over the past 
several years Among them is imipramine hydro- 
chlonde (Tofranil), chemically 5-(3-dimethylammo- 
propyl) 10, ll-dihydro-5 H-ibenz [b, f] azepme 
hydrochloride The eflFectiveness of this drug m the 
treatment of depression was initially described by 
Kuhn,' and later confirmed by others °" The mecha¬ 
nism of action of the drug has not been established, 
but structurally it is similar to drugs with a pheno- 
tliiazine base 

Durmg the treatment of several mildly diabetic 
patients who were also depressed, we observed a 
diminution of glycosuria concomitant wth the 
administration of imipramine, wth a return to 
premedication levels of glycosuria when use of the 
imipramine was discontinued We have now noted 
this effect in 5 subjects, 4 of whom were depressed, 
while the 5th was not These clinical observations 
seemed sufficiently important to warrant further 
study, especially since it is only in the past several 
years that drugs which reduce blood sugar levels 
when taken orally by diabetics have been avail¬ 
able Of these 5 patients, 3 have been studied in 
greater detail and are the subject matter for this 
preliminary communication 

Report of Cases 

Case 1 —A 57-year-old woman was admitted to 
the Cincinnati General hospital because of recur¬ 
rent bouts of puhnonarj' edema which she had 
experienced since 1958 She had been a patient 
m this hospital before, and pnor to tins admission 
"as seen as often as 2 or 3 times a week in tlie 
rereiving ward because of acute heart failure, sec¬ 
ondary' to rheumatic heart disease The patient 
" "i known diabebc of 3 years’ duration who 
"as maintained satisfactorily on 500 mg of tol- 

oE Ocpartment of Ps> chintr^ Universit> of Cmcmnati College 

ffie P$>chosormlic Service of the Cmcinmti General 


butamide daily She had a history of having had 
‘St Vitus Dance at the age of 11 years 

On physical examination, the patient appeared 
well developed and well nounshed Her blood 
pressure was 115/75 mm Hg, pulse rate 82 per 
mmute and regular, and respirations 16 Her heart 
was enlarged and, on auscultation, murmurs of 
mitral stenosis, mitral insufficiency, and aortic sten¬ 
osis were heard Rales were present at both lung 
bases Her liver extended 2 fingerbreadths below 
the right costal margin 

On mental status examination she was alert, 
oriented in all spheres, somewhat anxious, but 
without overt evidence of depression or other 
psychiatric disorder 

Initial laboratory studies by means of a Chnitest , 
reagent stnp revealed a glycosuria from 2+ to a 
trace in most specimens dunng the day while the 
patient was taking a 500-mg dosage of tolbuta¬ 
mide Blood counts were normal The blood sugar 
level shortly after admission was 216 mg% and 
total serum proteins 6 5 Gm %, xvith 4 Gm of 
albumin and 2 5 Gm of globulin Sulfobromo- 
phthalem retention was 5 5%, cephalm flocculation 
negative, and the total bilumbin level 08 mg% 
An EGG revealed digitalis effect An \-ray of the 
chest showed signs of congestive heart failure 

Treatment, m addition to tolbutamide, included 
digitoxm 01 mg per day, clilorothiazide (Diunl) 
500 mg per day, mercaptomenn (Thiomerm) so¬ 
dium as needed, and a low-salt diet Bouts of 
acute pulmonary edema occurred durmg the period 
of hospitalization and were treated bv the usual 
measures 


Ihe tollowmg were done to determine tlie ef¬ 
fects of imipramme on this patient’s carbohydrate 
metabolism The patients medication was alter¬ 
nated behveen imipramme, 50 mg given orallv, 
4 times a day for 6 or more davs, and a placebo 
identical m appearance, for similar periods (smgle- 
blmd method) In aU, there were 3 placebo md 
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3 imipi amine peiiods Twenty-four hour urines 
M'eie collected each day, and the quantitative sugai 
content was detei mined coloiimetiically aftei boil¬ 
ing 0 5 cc of mine with 5 0 cc of 10 percent 
sodium carbonate solution foi 8 minutes Fasting 
blood samples w^eie diawn 3 moinmgs each week 
and the sugar content deteimined by the Fohn-Wu 
method The patient n'as taken oiBF tolbutamide 
theiapy 4 days befoie the beginning of the ex¬ 
periment Foi the first 5 days of the experiment 


to discontinuation of the use of tolbutamide )iist 
prior to the onset of the experiment It should be 
noted that each pomt m Figure 1 that designates 
glycosuria lepiesents the total 24-hour excretion, 
while the blood sugai repiesents spot sampling at 
fasting state in tlie morning The patient devel¬ 
oped a seveie episode of pulmonaiv edema at the 
end of tlie period designated in figure 1 At that 
time, hei glycosuria and hyperglycemia increased 
and necessitated the use of injections of legular 
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amounted to 50 lb {227 kg) She weighed 54 lb 
(24 5 kg ) on admission Her only otlier complaints 
were of weakness of both legs and achmg of her 
)omts She denied concern over her weight loss 
and stated that she feared doctors, since several 
of her family had died of cancer and she wished 
only to be left alone The onset of her illness coin¬ 
cided approximately with the death of her mother, 
a year preMOusly She had been dependent upon 
her mother, who had also been a diabetic and had 
died of a heart attack 

Physical examination revealed a poorly nour¬ 
ished, cachectic woman who looked older than her 
given age She appeared acutely and clironically 
ill There was a mild tachycardia, and areas of her 
body Mere subjecfavely reported as painful to pal¬ 
pation Her teeth were badly infected The optic 
lenses showed early opacities Othennse the physi¬ 
cal examination xvas essentially negative 

On mental status examination she was oriented 
m all spheres, was aware of current events, could 
add and subtract 2-digit numbers, and could re¬ 
verse 4 letters She tended to be concrete on 


abstractions Her behaxnor was obviously very 
regressive, and she related to the personnel and 
behaved like a child under 4 years of age She 
whined, cned profusely, and spent all her time 
curled up m bed under the covers 

Laboratory studies revealed the following values 
protein bound iodine, 4 4 meg %, total lodme, 
44 mcg%, basal metabolism, +2%, radioactive 
iodine uptake 53%, and 28% (after medication xvith 
liothiTonine [Cytomel]), serum calcium, 4 8 mEq 
per liter, phosphorus, 2 1 mEq per liter, sodium, 
139 mEq per liter, potassium, 3 9 mEq per liter, 
total proteins 6 7 Gm %, with 4 0 Gm of albumin 
and 2 7 Gm of globulm, thymol turbidity, 2 umts, 
thianol flocculation, negatix^e, cephalm flocculation, 
negative, 7mc sulfate turbidity, 3 units, total serum 
hpids, 805 mg %, serum bilirubin, 0 1 mg % direct 
and 0 9 mg %, total, alkaline phosphatase, 1 6 and 
1 units respectively, serum amylase, 46 units, blood 
urea nitrogen, 17 mg %, fasting blood sugar, 380 
•ng%, hematocrit, 34%, ery'throcyte sedimentation 
rate, 3 mm per hour, hemoglobin, 9 Gm %, and 
stool guaiac reaction, negative X-rays of tlie chest, 
skull, and upper and lower gastromtestinal tracts 
Mere normal Electrocardiogram xx'as normal, but 
the heart rate was lapid 

A diagnosis of diabetes mellitus and malnutri¬ 


tion m a psvchotically depressed person xvas made 
are heated on the medical serxace but was 
difficult to control because of her inabilitx' to coop- 
\TP^^ ^1^6 was put on tlierapx’^ with 15 units of 
APH insulin daily, her diet xmned She xxms trans- 
Psychosomatic Serxace after 5 weeks 
After 2 m eeks on the Psychosomatic Serxace, dur- 
*^6 Mhicli the depression persisted, the patient 
^'j>s started on a course of imipramme (Tofranil), 
. gwen oralh" 4 times dailx She xx as main¬ 


tained on the 15 units of NPH msuhn The diet 
consisted essentially of xvhat the patient xxashed to 
eat Tliere xvere penods xxdien she refused her 
medication It seemed from rough measurement 
of her glycosuria that glucose excretion increased 
xx'hile she xvas off therapy xxath the drug and de¬ 
creased xvhile on it 

The folloxxang xvas done to deterrmne more care¬ 
fully whether there xvas a relationship between 
the patient’s glucose metabolism and the admims- 
tration of imipramme The patient’s medication 
xvas alternated betxveen imipramme, 25 mg, given 
intramuscularly^ four times (q i d ) daily% and 
ascorbic acid (Cevahn), 100 mg intramuscularly, 
q 1 d, on 3 occasions She xx'as then gwen imi- 
pramine, 50 mg orally, q i d, for 5 days, and an 
inert substance in an identical capsule, q i d for 
5 day's, and finally returned to imipramme, 50 mg, 
taken orally q i d Thus, there xx'ere 5 imipramme 
periods and 4 placebo periods, each lastmg from 
3 to 8 days This xvas done m double-blind fashion, 
so that the patient, the staff, and those domg the 
urine and blood sugar tests xx'ere unaware xvhether 
the patient xvas receiving the active agent or the 
placebo Twenty'-four hour urmes xvere collected 
daily Blood sugar levels xvere determined 2 or 3 
tunes a xx'eek Laboratory determinations xvere done 
in the manner desenbed m case 1 Weight, a gen¬ 
eral estimate of food intake, and a rough evalua¬ 
tion of depth of depression xvere recorded She 
remained on therapy xvith the 15 umts of NPH 
insulm throughout the period of investigation 

On all but one occasion xvhile tlie patient xvas 
takmg imipramme her glycosuria remained loxx', in 
contrast to increases to high peaks dunng those 
periods xx'hen she xvas given a placebo (Fig 2) 
The exception xvas die final imipramme period, 
xvhen she responded as expected, hoxvever, this 
xvas soon foUoxx'ed by unexpectedly high glycosuria 
and loss of control of the diabetes This comcided 
xvith tlie stress imposed on her xx'hen her doctor 
left for a nexv service After recox'enng from this, 
she again responded m the expected manner to 
imipramme The blood sugar levels, although not 
measured as frequently, generally did follow the 
urinary glucose excretion lex'els At times, there 
xx'as a lag from the time of termination of unipra- 
mme to tlie onset of increased glycosuna, and this 
seemed related rouglily to the length of treatment 
m the prex'ious penod xx'ith the actix'e drug Agam, 
a trend of a general mcrease m glycosuna and 
hx'perglycemia from the begmnmg to the end of 
the expenment xx'as noted 

Imballx', tlie depressive affect roughly followed 
the glycosuna, but dunng the last part of the ex- 
penment the depression xvas markedly alleviated 
despite the xx'ithdraxval of umpramme, yet glvco^ 
suna increased agam 

Gxse 3-This XX as the first admission to the 
Cmcinnati General Hospital for a 63-\'ear-old 
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woman w]io had been a knonm diabetic for an- 
p.ox.„,.„ely 35 yea,s The onset of dletes 
lad occmred about one year aftei the death of 
hei mother fiom “diabetes and Bright’s disease” 
The patients diabetes liad been controlled with 
diet alone 

She was admitted principally because of coni- 
piaints of nei vousness and lectal pain Twelve yeais 
pieviously she had had a fissurectomy and a 
heinoiihoidectomy, and since that time she had 
liad a painful sensation in hei rectum which was 
woise ivhen seated For the 2 yeais prioi to admis¬ 
sion she had an associated feeling of weakness, 
teaifulness and depression She lepoited a weight 


JAMA, Oci I, 19C0 


The daily dose of 500 mg of tolbutamide the pa 

thT hn^n """ admissiorfto 

the hospital was discontinued Several days later 

^Thom urine collections were begun, and fastin^ 

blood sugar levels were obtained on several mom 

mgs each week Determinations were made as de 

sciibed in case 1 There weie 2 periods dunriK 

ndiich the patient was on therapy Math imipramine 

50 mg taken orally, four times a day, and 3 pe^ 

nods when the patient was on an identical placebo 

The length of the experimental penod was limited 

by the patient’s insistence upon discharge fiom the 

hospital Neithei tlie staff nor the patient knev 

whethei she was leceivmg the active agent There 



Fig 2 (case 2)—Effect of imipiamine on caiboJiychate metabolism in diabetic patient (Double-bimd stueb’ with nltcrnalc 
admimstiation of active agent and placebo) 


loss of about 8 lb (3 6 kg) duuiig this time 
“Black moods” occuiied daily 

Physical examination revealed a small, thin 
woman who appealed depressed Tliere was a mild 
hypesthesia of the lowei extremities The anal 
sphincter was initially tight but latei lelaxed to 
normal tone Mental status examination revealed 
quiet and slowed speech, some motoi letaidation 
and depressive thought content 

Laboiatoiy studies levealed a fasting blood 
sugar level of 216 mg % and a blood urea nitiogen 
level of 13 mg % Sigmoidoscopy was negative to 
25 cm, except for the presence of the anal scar 
The followmg was done to determine the effects 
of imipramine on the patient’s blood sugai levels 


was a tendenc}' towaid a drop in blood sugnr 
levels and glycosuria while the patient was recen 
mg imipi amine, and a rise while off therapy "’dh 
the diug (Fig 3) Again, the rising blood sugar 
level duung the experiment may have been due to 
the discontinuance of tolbutamide tlierapy severa 
da 3 'S before tlie onset of the expenment 

Tivo additional mildlv diabetic patients who 
Aveie observed clmicailv showed a similar dimmu 
tion of glycosuria when given imipramine ac 
othei patient w’as discovered to have a mildly 
betic glucose tolerance curve (Fig 4), 
reverted to normal after administration of this nio 
foi a penod of several days 
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Comment 

The obsemtions reported here are of mterest, 
altliough not conclusive, smce they reflect findings 
in relatively few patients In addition, during the 
obsen'ation of these pahents, food intake and levels 


of activity could not be vigorously controlled That 
these are not crucial elements in these results are 
suggested by die facts that case 1 was that of a 
nondepressed patient whose level of activity, gen¬ 
eral mood, and food intake did not change appre- 
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ciablv duung the expeumental period and tint m 

less, su ai while on imipramme theiapy Also even 
ougli the numbei of patients studied is not laiije 
each subject’s lesponse to continuation or d S 
tmuation of tieatinent ivitli the diug wL tested 

*‘'it'’tlieie were (ippio\imateh' 
20 obseivations on ding oi placebo 

scnbe%?,? data, to de- 

sciibe the mode of action of this ding on caibo- 


the evpeiiment This effect wL^'L's'lieiTXn^thc 

lon|e7pen?r <>™ „ „„ 

It IS especially interesting to note that chlororo 
mazine, a tianquihzer (with a somewhat oSe' 
effect on fflood and behavior), and m son,f“ 
cheimeaHy sumlar to this diiia has been descnbed 


200~i wJ 


Control Period 



Minutes 

Fig 4 —Effect of imipraniine on glucose tolerance curve in mildl> diabetic patient 


hydiate metabolism Imipi amine has been sho\ra 
to have some subcortical central nervous system 
effects, and conceivably these could be mediated 
thiough the anterioi pituitaiy and then the adienal, 
tltyroid, panel eatic, oi other liumoial systems The 
giadual use of blood sugai levels and gl)'COSuria 
ovei the entire expenmental period suggests a re¬ 
bound effect or some type of exhaustion phenome- 


as having a hyperglycemic effect and being capable 
of making manifest latent diabetes mellites" Also, 
alterations of the result of the glucose tolerance 
test toward tlie diabefac-type curve have been pro¬ 
duced by chlorpromazine in normal subjects'' 

It IS well known that emotional stress often plays 
an important role in the onset of diabetes and ma\ 
precipitate bouts of diabebc acidosis or AP®" 
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glycemia' This is not to say that psychological 
conflicts are the sole determmants of diabetes mel- 
Iitus Vanations in the metabolic state of diabetics 
ha\'e been deliberately mduced by emotional 
stress' Elevation of the glucose tolerance curve 
and glvcosuna have been obsen'ed m psychoti- 
cally depressed patients,® and it has been our 
impression, and that of others, that the emotional 
conflicts prominent in diabetics are psychodymami- 
cally closely related to the depressive constellation 
However, the patient m case 1 was not climcaUy 
depressed Also, tlie finding in the later part of 
the expenment mvobnng case 2, when the patient s 
mood remained elevated for a while—despite dis¬ 
continuance of use of imipramme—and vet the gly'- 
cosuna increased, suggests that the mfluence on 
glucose metabolism may be more direct than 
through the usual manifestations of depression 
We are not suggesting that imipramine be used 
m the treatment of diabetes mellitus unless mdi- 
cated bv depression It does seem important to 
study any agent that demonstrates an effect on 
the clinical course of diabetes There is some hope 
that it w’lU have some effects upon other mani¬ 
festations of this disease as well as on the ab¬ 
normalities of carbohydrate metabolism 

Summary 

It w'as noted clinically that glvcosuna m mildlv 
diabetic patients decreased with the administration 


of tlie antidepressant drug imipiamme hydrochlo¬ 
ride (Tofranil) This observation was supported 
by more detailed studies of 3 diabetic patients 
presented here The mechanism of action is not 
clear, and further investigation is warranted 

3231 Burnet Axe (Dr Kaplan) 
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S EXING FROM CELLS —Although overlooked bv medical lesearch workers, the 
entomologists had known foi many y'ears that the XX chromosome complex is so 
much richer m deeply staining hetero chromatin materia] dian the other chromo¬ 
some pairs tliat it is possible to sex insects from the staming properties of then nuclei 
The accidental discovery by Barr and Berham of a deeply staming intranuclear 
chromatin mass in the neurons of female, but not of male cats, was immediately' 
recognized as a possible metliod of determining the sex m mammals and the work 
was rapidly extended to other tissues, including the skin and mucous membranes 
The sex distinguishing nodule is some 1 2n in diameter and, in the skin, character¬ 
istically lies closely applied to the nuclear membrane Not only does this mass stain 
more deeply than does the rest of the nucleus, but it also is Feulgen positiv'e in con¬ 
trast to the nucleolus In apphang the Ban method of nuclear sexang to problems 
of human sex identification, it is usual to employ skin biopsv sections or buccal 
mucosal smears, but theie are nodules in the cells of all tissues and they are particu¬ 
larly w'ell defined in cartilage and the supraienal cortex The nodules have even 
been demonstiated m fetal cells from the amniobc fluid The accuracy depends 
upon the freshness of the m iterial, the tissue examined and tlie technical methods 
employed While it is possible to be quite definite in the diagnosis of tissue from the 
female it may’ be much more difficult to be sure of the negative recognition of the 
male The alteiaiativ'e metliod of sexing the nuclei bx using tlie neutrophil leukocy tes 
of the blood, was also discovered accidentiallv while investigating the cause of the 
dimmished nuclear lobing in tlie hereditary' Pelger anomalv of the leukocytes The 
feature characteristic of tlie female is a small dnimshck-like projection attached to 
the nucleus in a proportion of neutrophils The head of die drumstick measures 
some 1 5 m in diameter and is joined to the rest of the nucleus by a filament It ap¬ 
pears that diis structure first anses as a deeply st lining chomatm mass on the edge 
of the nucleus, resemblmg Barr s nodule, but larger on account of the spreading out 
of die cells while makmg die blood films—W M Davidson, MD Sexing from 
Cells, Journal of Forensic Medicine, Jan -Mar 1960 
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Occupational liealtli programs are not total health 

T 1 f Ae respon¬ 

sibility of the inditadual and not the responsibdih- 

ot tile employer or the occupational healtli pro 
pam Eftorts to place tJie responsibility for all 
health caie on the employer should be vigoroiislv 
lesisted by groups representing the workers as uell 
as by gioups lepresenting the employers 
If, dunng the medical examination of an em 
pJoyee for placing him m woik he can perform 
efficiently and safely and foi detecting any health 
impairment attributable to his work, a health de 
feet not related to his employment is discovered, 
the employee realizes a health benefit, but only as 
a by-product 


OCCUPATIONAL HEALTH PROGRAMS 
SCOPE, OBJECTIVES, AND 
FUNCTIONS 

STATEMENT on “The Scope, Objectives, and 
Functions of Occupational Health Progiams” 
appears in this issue of The Journal, p 533 This 
statement, which was appioved by tlie House of 
Delegates in June, 1960, is a levision of the state- 


The value of occupational health piogiams can 
not be ovei emphasized Tlie continued growth and 
expansion of the national economy is dependent to 
a great extent on a liealthy work foice The liealth 
of its xvoikeis IS one of the nation’s most valuable 
lesouices All phystaans should contribute to die 
preseivation of tins resource by taking a greater 
pait in occupational health piograms 



ment appioved by the House in 1957 and piib- 
lished m The Journal (July 8, 1957, p 1104) 

The revision, xvhich is now the policv statement 
of the Ameiican Medical Association in the field of 
occupational health, leaffinns ceitam basic prin¬ 
ciples and sets foith moie cleailv the objectives, 
activities, oiganization, staffing, and facilities in¬ 
volved in establishing and maintaining good occu¬ 
pational health piogiams 
The statement calls foi gieatei emphasis on the 
protection of the health of woikeis against bazaids 
of their employment and on lehabihtation of the 
occupationally ill and injuied It is a moie positive 
statement of the obligation of oiganized medicine 
to provide leadeiship m the impiovement of occu¬ 
pational health sei vices by physicians serving small 
mdustry and small employee gioups on a part-time 
basis It IS also a moie adequate statement of the 
need for teamxvoik between mdustiial physicians 
and hygienists in clevelojnng each occupational 
health piogram to meet the needs of the particulai 
employee gioup involved 

Occupational medicine is noxx' a xvell defined 
area of medical pi actice It is essentially preventix'e 
medicine and is directed prmiaiily to the protection 
and piomotion of the health of the xvorkeis 
The benefits of occupational health programs 
should be available to all employees, whatever tlie 
nature of their employment and regardless of the 
size of the organization foi xvhich they xvork To 
accomplish tins end, many moie physicians should 
be trained in this specialty In addition, physicians 
in private practice should recognize the contribu¬ 
tion winch they can make m pioyidmg occupa¬ 
tional health services for the nation's workers 


THYROID NODULES AND SIMPLE GOITER 


Elsewhere in The Journal, p 459, Astwood, 
Cassidy, and Aurbach present then expeiience, cov- 
eiing 13 years, ivitli 230 cases of simple and nodular 
goiter treated solely xxuth thyroid Thyroid was suc¬ 
cessfully used some 70 years ago in goiter, long 
before knoxvledge of the relation between tlie 
pituitaiy and thyroid glands established a rational 
basis for tins treatment 


The evidence available sPongly favors the view 
that goiter mdicates relative hypothyroidism The 
enlaigement of the thyioid gland is mediated by 
increased pituitary^ production of thyrotropin in re¬ 
sponse to a deficiency' of thyroid hormone This is 
a compensatory mechanism, and it is so successful 
that, in most instances, goiter is the sole clinical 
evidence of hypothyroidism The goiters observed 
in iodine deficiency, pregnancy, antithyroid medi¬ 
cation, cietmism, Hashimotos disease, and iodine 
excess-indeed, all but the goiter of hyperthyroul 
ism-appeai dependent on this mechanism Treat¬ 
ment with thyroid corrects the deficiency and, m 
the authois experience, afforded regression in sue 
of the goiter m tivo of every' three cases 

Partial tliyroidectomy for goiter was introduced 
before the current formulation of thyroid-pituifaiy 
lelahonsbips, and it is apparent that the operation 
aggiavates the underlying disorder Surgical treat¬ 
ment was required for mechanical reasons in only’ 


0 cases in the present senes 
4 reasonable outgrowth of the foregoing con- 
eration is that nodular goiter should be treated 
iilarly, since nodules in the thyroid gland re^ t 
m long-continuing thyrotropic stimulation m 
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Dxpenmental evidence for this is substantial, the 
results of the clinical tnal were little different 
whether the gland was smooth or ‘lumpy ” 

The authors accept tlie view that nodules which 
retained avidity for lodme, despite thjTOid feeding, 
were analagous to the thyroid gland in hyperthy¬ 
roidism and hence were suitable for treatment with 
radioiodme Tliey note that “some of these nodules 
were successfully treated with radioiodme” Al¬ 
though this was obser\'ed m but a few cases, this 
procedure, in the light of their ovei-all highly 
favorable expenence with goiter and nodules, may 
be cnticized on tlie score that, if nodules in clinical 
behavior are nontoxic, should they be subjected to 
radiation^ The question can not be answered at 
this time 

Perhaps of greatest importance is the depaiture 
from radical practices m the management of thyroid 
disease to that which gives an opportumb,' to ob- 
sen'e the natural historj' of disease Management of 
thjTOid nodules has been the subject of acrimonious 
debate Attitudes have become increasingly rigid 
m this as in othei aieas of the broad problem of 
cancer The need for a perspective, m which the 
patient and his well-being exceed in importance an 
arbitran’ mterpretahon of his disease, is paramount 
In a time when rigid rule prevails instead of reason 
in “cancer prevention,’ and when funds by volun- 
tan' agencies are sought in an atmosphere of ex¬ 
cessive claims and promises, it is difficult to achieve 
that perspective The authors’ contention that the 
natural history of goiter and nodules indicates that 
microscopic diagnosis is so difficult that many 
lesions are regarded as malignant when in fact they 
are not ’ is consistent with the low incidence of car¬ 
cinoma of the tlijuoid gland as a cause of death 
Partial tlmoidectomv, which further lowers the 
level of th)Toid function and mcreases tliyrotropic 
stimulation, may result in realization of the malig¬ 
nant potential of the lesions in dispute Further 
obseri'ation on this point is needed 


TOLBUTAMroE IN NONDIABETIC 
DISORDERS 

hi the past few years the medical and lay htera- 
hire have been filled with articles describing the 
nral h\ poglycemic agents and their use in tlie treat¬ 
ment of diabetes melhtus At first the sulfonylurea 
were extensively studied Carbutamide 
jr, ,‘^hc), tolbutamide (Onnase), clffoiprojiamide 
f metahexamide (Euglycin, Melanex) 

0 lowed one another in relatively quick succession 
arhutamide and metahexamide have smce been 
most entirely abandoned because of numerous or 
seiere side-effects Tolbutamide and chlorpropa¬ 
mide continue to be widely used 
Recently phenformm (DBI), an oral hxqioglycemic 
!'gent which is not a sulfonylurea but a biguanide. 


has been introduced Some mvestigators have 
claimed that tlie secondary therapeutic failures 
sometimes associated with sulfonylurea admmistra- 
tion rarely occur when phenformm is used Tolbu¬ 
tamide remams, however, the least toxic and the 
most widely used oral antidiabetic agent today 

Recently the effects of tolbutamide in nondiabetic 
disorders have been studied In April, 1959, its suc¬ 
cessful use m the treatment of acne vulgaris was 
reported by Cohen and Cohen ‘ The authors found 
frequent elevations of cellular glucose levels, xvith- 
out a corresponding mcrease in blood glucose, m 
patients with acne and introduced the term “skin 
diabetes” Gates and Hyman, in March, 1960, de¬ 
scribed reduction of the tremor and rigidity of 
paralysis agitans (Parkinson’s disease)^ after the ad- 
mmistration of tolbutamide They stated that the 
observed effects were not related to Inqiogtycemia 

The Journal, p 470 contains an article on 
the beneficial effects of tolbutamide on the signs and 
symptoms of multiple sclerosis In this study, how¬ 
ever, the clinical result was often influenced by 
levels of dietarj' carbohydrate These observations 
in apparently unrelated conditions raise many im¬ 
portant questions 

Mffiat IS the mechanism of action? Most investiga¬ 
tors seem to agree, at present, that the main action 
of tolbutamide is to stimulate endogenous produc¬ 
tion of insulin by the pancreas Although other ac¬ 
tions have been descnbed, they are greatly m dis¬ 
pute Is insulin, tlien, responsible for the beneficial 
effects in nondiabetic conditions? It seems unlikely, 
for insulin has certainly been given, on many oc¬ 
casions, to patients with these conditions in associa¬ 
tion with diabetes There have never been any 
well-documented reports of success It seems likely, 
therefore, that tolbutamide has another, still un- 
k-nown, action, possibly on cellular enzymes 

The skin and nerve tissue are both ectodermal 
derivatives That they are related tissues in other 
ways IS demonstrated by the so-called neurocutane- 
ous syndromes or phakomatoses Recklinghausen’s 
neurofibromatosis, tuberous sclerosis, Lmdau-von 
Hippel disease, and tlie Sturge-Weber-Dimitri 
syndrome are included under this heading Is it 
possible that similar enzymatic disorders occur m 
both tissues^ 

Certainly further mvestigations, both clmical and 
basic, should be earned out The recently published 
observahons may point the wav toward a greater 
understanding of and greater control over severely 
mcapacitatmg organic diseases of the central 
nen'ous system 
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THE neurochemistry OF FITS 

A Inghly regal ded and well-known professoi of 
neuiolog)^ in Ameiica is fond of making the state¬ 
ment that he was not particularly concerned about 
seeing a patient in consultation suffering from fits 
because these weie amenable to treatment This 
statement was not entirely facetious Seizures have 
responded to specific medication for more than a 
century The National Hospital at Queens Square, 
London, one of the most lenowned hospitals in the 
woild interested m neurological problems, dis¬ 
pensed as man)f^ as tons of bromides annuallv 
m the late ISOO’s Phenobaibital has been specifi¬ 
cally used for epilepsy foi 50 years, the hydantoins 
foi a somew^hat shortei period of time These and 
other obseivations are piesented by Tower m his 
monograph published recently entitled, “Neuio- 
chennstrv of Epilepsy ” ^ 

Epilepsv (Gi epilepsta a seizuie, the “falling 
sickness’) is not a disease entity but a symptom 
of an tibnonnal process in the gray substance of 
the central nervous system Tower stiesses the 
preference for the teim “seizure” to avoid poiiulai 
misconceptions associated with the designation 
epilepsv We are indebted to the Hippociatic 
school of medicine for the sound reasoning that 
epilepsy was an organic disease of the biam and 
should be heated by drugs and diet and not bv 
magic Most patients afflicted with seizures aie 
adequately endowed intellectually, unfortunately, 
the stigma of a socially unacceptable maladv 
handed down to us from Roman and medieval 
times has not been eradicated entiiely A seizure 
may be merely an expanded oi exaggerated, nor¬ 
mal, inherent response of neurons Stimulation of 
normal brain by an electric shock oi a convulsant 
ding may pioduce seizures Unless the stimulus 
IS applied continually or repeatedly, complete le- 
coveiy of biain tissue is expected 
A numbei of agents oi factors may pioduce 
acute 01 chionic seizures in the mammalian biain 
Metabolic disturbances such as lack of oxygen oi 
glucose, pyndoxine (vitamin Bo) deficiency, ab- 
noimahties of genes as in phenylketonuria, toxic 
substances such as the nerve gases, cortical scarring 
and mfection are well-documented provocateurs 
The exact modes of action are not known, but the 
number and diversit)^ seem to preclude a single 
01 common denominatoi Noi is there convincing 
evidence of a consistent pathological lesion demon- 
stiated by the light microscope Since a structural 
lesion responsible foi seizures has not been dis¬ 
covered, emphasis in lecent years has been placed 
upon a chemical basis foi this neurological dys¬ 
function A neuiochemical abnormality might be 
responsible, without accompanying changes m 
structure 
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Areas of biochemical research include the oxy 
gen-glucose phase, glutamic and y-aminobi.tync 
acids, electrolyte constituents, and the aceU'Icho- 
hne system Glucose and oxygen are not deterred 
by the blood-biam barrier and, as essential raw 
materials, have ready access to nervous tissue Tins 
is vital since the bram has a rigidly limited capac 
itv foi storage of either substance Glucose is de 
livered to and utilized by the brain cell under the 
influence of at least 11 enzjmies, assisted bv co 
enzymes and cofactors through as many steps, in 
pieparation for participation in tlie Krebs citric 
acid cycle Here cellulai energy from metabolized 
lactic acid or pyruvate is derived from the second 
senes of reactions, each in turn involving 10 en 
zymes, plus coenzymes and cofactois The final 


stage of glucose metabolism is the union of hydro 
gen, a by-product of the Krebs cycle, witli oxygen 
—in the cvtochrome oi electron transport system 
This is the only stage in which oxygen participates 
in the metabolic chain of reactions If no oxygen 
IS available, the Kiebs cycle stage is blocked Tiie 
impoitance of glucose and oxygen to the biain is 
obvious from the discovery that a substantial share 
of total oxygen consumed and two-thiids of the 
total glucose utilized bj' the body aie allocated to 
the biain Since glucose and oxygen are the prm 
cipal nutiients of the bram, the respiratory quo 
tient must be appioximately 10 Othei nutiients, 
fattx' acids, hpids, ammo acids, and protein may be 
metabolized by nervous tissue, but in a secondaw 
capaciW only The demand foi oxygen and glucose 
incieases significantly when a seizuie occurs, the 
exact time relations foi utilization foi these com 
ponents have not been defined precisely 

The relationship between ceiebral amino acid 
metabolism and seizuies is a relativelv recent con 
cept The cential nervous system is nch in glutamic 
acid, glutamine, and related compounds as well 
as pyndoxine, a coenzyme of amino acid reactions 
These substances aie leceivmg increasing attention 
m studies of ceiebral metabolism The foimation 
of y-ammobutyaic acid fiom glutamic acid is a 
reaction unique m nervous tissue The enzi'mc 
catalyzing this reaction is found only m gray mat 
tei and requnes pyndoxine as a coenzy'me The 
y-ammobutync acid then is furthei metabolized 
so that It can participate in the Kiebs cycle Al 
though pyndoxine is essential for normal metabo 
lism the use of this supplementary vitamin m the 
tieatment of epilepsy is of no value except tor 
patients who receive a pyridoxine-deficient diet 
or have the metabolic oddity, congenital dvstunc 
txon of pyndoMne utilizcxtion in the body 
Electrolyte exchange in the neuron mav be ^ 
lated to the metabolism of ammo acids Sodium 
od polaSMum aie the electrolytes involved T 
concentration of sodium within the tell is Imi, 

concentration of potassium is J "'Xn* 
all IS onh^ selectively permeable to the excfian^. 
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of these ions Transport of potassium ions into 
cortical cells and their mamtenance ivithm the 
cell are dependent upon a supply of energj' from 
glucose oxidation The giant axons of the squid 
(Lohgo) and the cuttlefish (Sepia) have served 
as experimental models for the electrolyte studies 
The vital function of the electrochemical phe¬ 
nomena IS the storage of potential energy on the 
cell membrane Acetylcholine also participates m 
membrane excitability The liberation of excessive 
amounts of Tree” acetjdchohne might increase per- 
meabihty to sodium and potassium ions and aug¬ 
ment the seizure pattern Such changes have been 
observed experimentally in samples of nerx'ous 
tissue from subjects rendered susceptible to seiz¬ 
ures 

Understanding of tbe altered changes m seiziues, 
incomplete tbongb these data are at present, has 
complemented the study of anticonxmlsant agents 
Diphenylhydantoin is the only commonly used 
anticonvulsant drug wath actions outside of the 
central nervous system This drug is excreted by 
the sahvarj' gland, with subsequent gingival hjqier- 
plasia Also, this drug may affect tlie adrenal cor¬ 
tex The majonty of anticonvulsants act primarily 
on normal neurons to prevent spread of seizures 
or general seizure activity It has been shorni that 
tliey increase the threshold or decrease respon- 
siv'eness to excitahon, they do not interfere sig¬ 
nificantly with normal neuron activity In long¬ 
term dosage at subtoxic levels, no other action may 
be detected clinic<illy The information recounted 
above is but a small portion of the excellent dis¬ 
cussion of a highly technical subject presented by 
Tower on the neurochemistry of epileptic seizures 
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KNOW YOUR PATIENT' 

We are living in an age in which time comes as 
a premium The average physician is too busy witli 
too many patients to see, too many journals to read, 
and too little time for it all Furthermore, tlie 
public has become rather medically sophisticated 
In tins setting it is pertinent to pause and con¬ 
sider a few points brought out in a communica¬ 
tion by Biishey reported in tins issue of The 
Journal, p 526 

Renal glycosuria is a relatively rare condition, 
"Inch, as noted in this paper, frequently involves 
se\ eral members of a family The first patient listed 
in the report suffered the misfortune of an incorrect 
diagnosis and receu'ed considerable quantities of 
insulin because of the belief tliat she was a dia- 
was done m spite of the informahon 
recorded m her original record, udnch slioued a 

0" renal threshold for glucose It is interesting 


that patients will frequently circumvent tlie best 
intentions of their physicians when the need arises 
This patient discovered that eating the forbidden 
food kept her from feeling badly and accordingly 
disregarded her physician s instructions However, 
at a later date, when she had some understanding 
of the situation, she was unable to convince the 
physician that she did not need insulin This poses 
the question as to whether we listen to or believe 
what our patients tell us, or sometimes even ask 
them for their appraisal of the situation 
There must be a reason why this situation devel¬ 
ops in an enlightened society Could it be that tlie 
approach and teaching has been wrong? The med¬ 
ical student is continuously seeking tlie rare dis¬ 
ease, whereas the physician in practice tends to 
make a diagnosis of common diseases Either of 
these approaches frequently overlooks the rare 
vanation of normal, such as renal glycosuria The 
instruction in most schools and the textbooks that 
medical students read touch only briefly on many 
of these problems, meanwhile devoting consider¬ 
able discussion to the description and study of 
rare diseases We xvould not suggest that they 
neglect tlie latter, only that moie time be spent 
on the vanations of the normal 
The rouhne examination, done by a physician 
each m Ins own way, of necessity must be routine 
to conserve time However, many things have been 
found in this manner, though the patient may 
approach the doctor for an entirely unrelated com¬ 
plaint Diabetes is frequently discovered in tins 
way, but again care is needed in the interpretation 
of the routine procedure In the case of diabetes it 
IS appreciated that one sample of urine, positive 
for sugar, does not make the diagnosis Some 
physicians have been misled by an exammation 
performed while tlie patient was recenang an intra¬ 
venous mfusion of glucose, or possibly by lactosuna 
m the lactating mother The routine exammation 
will direct our attention to tliese problems, but 
further examination is necessary to determine tlie 
specific etiology This is particularly important m 
a patient with glycosuna and a normal blood 
sugar value 


ANATOMICAL CONCEPTS AND 
CLINICAL RESEARCH 

For many years physiologic methods have been 
applied to the clmical study of d}'namic processes 
operative m disease states Durmg tlie past 15 years 
specialized techmques, such as radioisotopes, radio- 
autography, electrophoresis, histochemistry, and 
electronmicroscopy, have augmented the chnician’s 
diagnostic armamentarium as well as supplemented 
the study of clmical phenomena No longer is it 
necessarx' to rely solely on the post-mortem correla- 
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tion of pathologic physiology with pathologic anat¬ 
omy For many yeais clinicians have hoped foi the 
development of m vivo methods of study which 
might aid the diagnosis, clinieal evaluation, and 
management of patients with specific disease en¬ 
tities The maiiiage of the anatomic with the 
physiologic and clinical disciplines foi the benefit 
of the clinician as well as the patient, has now taken 
place Serial hvei biopsies, lung biopsies, lenal 
biopsies, and even myocardial biopsies have given 
the clinician the hitheito unavailable oppoitunity 
to obseive anatomic changes as thev occui in a 
piogiessive clinical disease piocess What the hema¬ 
tologist and deimatologist have done foi veais, the 
cardiologist and hepatologist are now beginning to 
do 

With the achent of the electron microscope, 
differences between capillaiy size blood vessels 
have been established These were pieviously in¬ 
distinguishable because of the phvsical limitations 
of the obseivmg device 

Some aigue that “artifact’ is the basis upon which 
many pathologic diagnoses are based, while others 
dismiss anatomic research as being physiologically 
unsound Experience has shown, however that too 
many of the obseivations based upon structuie have 
accounted foi impaiiment of function It appeals 
that much is to be learned fiom the intelligent and 
coiielated study of human body piocesses, especial¬ 
ly those which lend themselves to physiologic meas- 
uiement and simultaneous anatomic study 

The particular pioblem which has foimed the 
core of this expiession of opinion is the clinical 
evaluation of caidiovascular and peripheral vasculai 
lesions The human phalanx lepresents an extension 
of the peiipheial vasculai bud The ciiculation is 
teiminal under local as well as cential contiol and 
IS subiect to inteinal as well as external enviion- 
mental diffeientials Regaiding in vivo phvsiologic 
measuiement and anatomic study, the digit has no 
peei, one prime advantage being its availability 
with a minimum amount of manipulation while 
remaining available for serial biopsy A recent pub¬ 
lication by Hale and Buich ' lepiesents an appioach 
to a complex situation that has nevei been com¬ 
pletely evaluated This investigation concerns the 
Latomic and physiologic evaluation « 
clinical states as leflected in the 
dilation It IS a preliminaiy study 
features of the digital ciiculation which ‘U ‘ims 
considei to be noimal structuial j 

nortant to note that obseivations on additiona 
digital biopsy matenals involving 
vascular diseases aie to be lepoited It is l 
that this initial study will not be neg ected and tba 
adlional reseaich will adopt and develop ana¬ 
tomical methods foi clinical utilization 
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THE JUNIOR HUNTER 


John Hunter, younger biother of William Hunter, 
uncle of Matthew Bailhe, teacher of Edward Jen’ 
nei, and urologic consultant to Benjamin Franklin, 
was one of the gieatest, if not the greatest, surgeon 
that England has produced The Jumoi Hunter, 
famous for the admonition “Don’t think, try, be pa 
tient, be accuiate was bom in Long Calder- 
wood, seven miles fiom Glasgow, in 1728, the 
voungest of ten childien His father was a retired 
giain merchant, his mothei the daughter of a 
maltster The name of the small estate on which 
John Hunter was born is of paiticular interest to me 
Mv maternal giandmothei’s first cousin was a Cal- 
clenvood, an uncommon name in a group of Scotch 
immigrants that settled in Scott Count}, Iowa, with 
a pieponderance of Grahams, Brownlies, and 
Flooks 

Just as Francis Bacon was judged the most learned 
Englishman of the 17th centuiy, John Huntei de 
sen'es a similar accolade as the leading surgeon and 
medical scientist m the ISth century If one dares 
piursue this compaiison, Huntei was the greatest 
expeiimenlal suigeon of his era, just as Claude 
Beinaid was the greatest expenmental physiologist 
m the follow'ing centur}^ 

William Hunter svas 10 vears older than John, 
famous on his own merits because of his surgical 
skill and professional acumen ^Vllllam, the Surgeon 
and Accouchem, was the fiist physician who at 
tended an English queen m childbiith A midwife 
had assisted Queen Chailotte dm mg her first con 
finement because it was not considered pioper for 
a female to expose her charms to a male, not even 
to a physician William’s sense of responsibility for 
his biother brought John to London to study and 
later to teach anatomy and to piactice surgery 1 
was necessaiv in those davs to socialize witli the 
“lesuiiection-men’ who obtained bodies for the clis 
sectmg room Such socialization was profitable since 
It provided Huntei with valuable material, other 
wise difficult to obtain because of the existing laws 
.,g.,iiist disseclion John devoted his willing ta 
to aiwlomical dissection and because of '"s ■" 
and sl.ll, was advanced to tl.c post of demonstrat 
onlv one yeai after he had bade farewell to bo"S 
Caldeiivood In 1751, Johii Hunter became a » 
aeon's pupil at St Bartholomews Hospital'vh 
Peicvall Pott was the leading suigeon Threej^, 
latei he transfeired h.s allegianco __ 6 


duty with the Heet du.mg the war 

he was hack m London at the age of 3o Lon 

clamed him tor '’“ /'“'"‘'“j"'t'erto Ins eM" 
The abrogation of 1“'“ ” « ' j „„mcnl..r)' 
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brothers were united m tlieir attacks against the 
Monros and Percivall Pott over the discovery of 
the lacnmal ducts in man, the discover)' of the 
seminiferous tubules, and the description of con¬ 
genital hernias The latter subject belonged to 
neither group but probably to Albrecht von Haller 
of Switzerland The mdividual claim of William 
and John over the anatomy of the placenta was a 
breaking point of professional association which 
became public knowledge m 1780 So bitter was 
the dispute that the Royal Society refused to pubhsh 
their polemics m the transactions William Hunter 
died m 1783 at the age of 64, two weeks after a bad 
attack of acute gout His oft quoted deatli bed 
words were “If I had the strengOi to hold a pen, I 
would WTite how pleasant and easy a thing it is to 
die” Gout IS a famihal malady and did not spare 
John It IS not recorded what sympathy he gave 
Benjamin Franklm, a fellow sufferer from this 
malady, but the record is clear that Hunter was 
called m consultation by William Heberden to at¬ 
tend the Minister Plenipotentiary from the United 
States w'hile he was suffenng from the consequences 
of a large bladder stone 

The Hunterian collection of specimens was begun 
before John left Long Calderwood, the fame of the 
collection is associated with the museum m London 
A small tract of land only a few miles from London 
was acquired for the site of Hunter’s laboratorj' and 
museum It was as much a curcus and a menagerie 
as an assemblage of anatomical dissections The live 
specimens included leopards, snakes, bats, buffalos, 
a jackal, a zebra, and an ostrich The two most 
famous skeletons were the rorqual (bone-whale of 
fhe genus Balaenoptera) and the Irish giant Byrne 
or OBnen When the Irish giant was nearmg his 
death. Hunter arranged with his own henchman, 
Howison, to stalk OBnen The giant countered bv 
eontractmg with the undertaker to arrange for a 
"atch over the bier day and night until a lead 
coffin was fashioned The coffin was to be taken to 
sea and cast overboard Howison was successful in 
carrj'ing out his charge from Hunter, however, by 
Ottering a fancy bribe so that he could snatch the 
ou) and take it to the anatomist-surgeon Hunter 
rapidly dismembered the remains and later reas¬ 
sembled the skeleton The broivn color that is evi- 
ent today u as caused by the rapidity by which it 
Ijms necessarj' for Hunter to discharge this task 
re 'imount of the bribe is reputed to be 500 pounds 
s erhng-a fabulous sum m 1783 Harvey Cushing 
''as permitted to examme the skull in 1909 and 
that the contour of the sella turcica 
cs ablished bevond doubt tliat the giant suffered 
mm acromegaly The inhabitants of Littlebndge, 
0 licimat of OBnen, attributed his size to the 
^'pernatlira] influence of the place where his par- 
tt s, both of normal dimensions, supposedly con- 
"cd Jiini This was atop a haystack The contrast 
c " een this nuptial environment and the ‘Celestial 


Bed’ of Dr Graham is noteworthy Byrne was of¬ 
fered the mitial privileges gratis, but dechned on 
the “grounds that he was a perfect stranger to Hie 
rites and mysteries of Hie Goddess Venus” ‘ 

John Hunter’s estate, Earl’s Court House, xvas to 
be sold on his death The collection was to be of¬ 
fered first to the English government, then to a 
foreign government, and finally sold by auebon, m 
tliat order The government was m no mood to 
spend money lavishly at that bme, and it was not 
unbl 15 years after Hunter’s death that 15,000 
pounds were appropriated for the purchase of the 
collecbon The museum became the property of the 
Royal College of Surgeons m 1800 The last move 
w'as to Lmcoln’s Inn Fields A significant portion of 
the structures and specimens were destroyed in 1941 
during the bombing of London, first by a high ex¬ 
plosive shell, later by mcendiary bombs 

John Hunter died on the same day and on the 
same hour that Mane Antomette, Queen of France, 
was beheaded, October 16, 1793 His antemortem 
request for a postmortem examination xvas re¬ 
spected This was followed by burial m St Marhn’s- 
m-the-Fields His xvidow could not afford the fees 
for a vault m Westmmster Abbey The coffin was 
not transferred to the Abbey until 1859 The portrait 
of John Hunter, painted by Sir Joshua Rej'nolds, 
remains in the College of Surgeons collection, faded 
but recognizable The zinc etching by IVilham 
Sharp in the flyleaf of Stephen Paget s life of Hun¬ 
ter ' IS excellent 

There are many medical apothegms attnbuted to 
John Hunter He thought that masturbation durmg 
adolescence did not lead to impotence, he specu¬ 
lated on the probability of achievmg fertihzahon bv 
arhficial inseminabon and probably performed this 
procedure, he reasoned tliat an arterial aneurysm 
could be treated by surgery, he xvas mterested m 
the thermoregulatory mechamsm of tlie hedgehog, 
and he mterested Edxvard Jenner m dex'ismg a test 
for color blmdness The Hunterian museum is prob¬ 
ably John’s best known contribution to posterit}' 
The Hunterian Orahons established m 1814 and 
given biennially m this cenhuy perpetuate his 
many contribubons to science and to medicine spe¬ 
cifically Stephen Paget concludes one chapter ‘ He 
brought siugery mto closer touch xvith science Con¬ 
trast him xvith Ambroise Pare, a surgeon m some 
xvays like him, shrewd, observant, ahead of his age, 
the achievements of Par6, side by side with tliose of 
Hunter, are like child s play in comparison xxuth the 
serious affaus of men, Pard advanced the art of 
surger)', but Hunter taught the science of it ’ 

J H T 


1 i agej S J^n Hunter Man of Saence and Surgeon 1728-1793 
1897 tty Sir James Paget, London T Fisher Un«m 
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CLINICAL NOTES 


Dysgerminoma 

Raul G Reyes, M D, and Milton L McCall, M D, Nexv Orleans 


Dysgerminomas are relatively rare malignant 
tumors of the ovary and testis Present and past 
usage of the term has been, unfortunately, limited 
to tlie tumors in the female, where they occur pre¬ 
dominantly in the young They comprise 3% of all 
ovarian malignancies, and 72% occur in the second 
and third decades * A high percentage of sexual 
underdevelopment, steiility, and hermaphroditism 
in association with these tumors has been reported ~ 
In most cases hormonal indifference is present al¬ 
though occasionally A-Z titers have been reported 
to be high ® The first symptom is usually awareness 
of an abdominal mass, the tumors achieving huge 
propoitions Metastases are primarily regional but 
can and do occur to distant sites The five-year cure 
rate following therapeutic measures has been vari¬ 
ously estimated at 27 to 67% ■* 

Chevassu ® in 1906 was the first one to call to 
the attention of the medical woild tlie piesence of 
a unique tumor of the testis, ivhich he felt was 
characterized by an abnoimal growth of seminifer¬ 
ous tubules He theiefore called this growth semi¬ 
noma Chenot® in 1911 was the first one to report 
a similar tumor in tlie ovary He correctly con¬ 
cluded that tins tumor represented the female 
counterpart of the tumor Chevassu had described 
in the male and unfortunately adopted the obvious¬ 
ly impioper name of seminoma of the ovary 
Meyer’ in 1924 proposed the belief that these tu¬ 
mors were characterized by the disorderly be¬ 
havior of the totipotent primitive germ cell prior to 
diffeientiation into female and male types, the dis¬ 
order consisting of not being able to differentiate 
into either type He therefore proposed the term 
“dysgermmoma ” At present the term “dysgeimi- 
noma” or “disgerminoma” is now, unfoitunately, 
solely identified with tlie ovanan tumor, whereas 
the improper teim of “seminoma” still continues to 
be the one used to identify die same tumor in die 
male Nystrom ® m 1956 suggested the term “mesen¬ 
chymoma” as being more appropriate than any of 
the others, and that it should be utilized to denote 
either ovarian or testicular tumors of this type 


From the dep^rtnlents of surgery and obstetrics and pnecology, 
Lomsinnn State University School of Medicine Dr McC-vll is no'' 
the University of Pittsburgh, Department of Obstetrics and Gvnecoiog>, 
Pittsburgh 


Progress of chnical knowledge is by necessity i 
proportion to the frequency in which a certain cor 
dition is encountered and reported in medical lil 
erature That dysgerminomas of the ovary are rel.i 
tively infrequent tumors is certainly verified h 
clinical practice and in reported collected revien 
of die world literature® It is perhaps due to tin 
that the concept diat all dysgerminomas are malig 
nant has only recently evolved The evolution o 
the concept has led to a change in the therapeiisi; 
of this condition, a change winch must confom 
wntli present standards of cancer treatment 

For dysgerminoma of die ovary, total liysterec 
tomy with complete bilateral salpingo-oophorec 
tomy followed bv radiation is therefore considered 
the heatment of choice, regardless of age, in all 
instances in which no metastases are evident 

When metastases are present, treatment will varj 
in accordance mth findings in the individual case 
Flexibility of these standards is permissible, nl 
though it IS undesirable, if the patient’s wisli for 
a family is strong, since physicians should fee! 
obliged to treat patients widi diseases and not dis 
eases of patients Individualization of therapeutic 
measures, however, can only be taken after due 
consideration by the patient of the risk involved m 
not accepting radical surgery The treatment of 
choice, irrespective of the patient’s desire, is still 
total hysterectomy with bilateral salpmgo-oopliorec 
tomy followed by radiation therapy For those ulio, 
at times, may choose the dangerous road of con 
servative surgery there is comfort in the knowledge 
tliat these tumors are markedly radiosensitive to 
the extent tliat, in some cases, radiation has been 
held to be primanly responsible for the successful 
result ” 

For tliose who accept the standard form of flici' 
apy, the combination of radical surger}’ and rndia 
tion can be used for combatmg the disease 

Beport of a Case 

Over the past four years we have had tlie 
portunity to follow closely the progress of a 
who was first admitted to the Chanty HosP* « 
Louisiana at New Orleans on April 13. 19^;' 
she was 16 years of age This young ladv had been 
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complaining of symptoms compatible with dys¬ 
menorrhea and irregular menstrual cycles for four 
months A large tumor mass was felt in the left 
abdomen, when it was removed at operation, it 
proved to be a dysgermmoma weighing 1,330 Gm 
One year later a nontender mass was felt in the left 
abdomen At operation a huge retroperitoneal mass 
evtending from the pelvis to the diaphragm was 
found It was intimately adherent to the aorta and 
enveloped the kidney This mass was removed 
along with the left ladney and spleen It was found 
to measure 20 hy 12 by 7 cm, and the histological 
picture was that of dysgermmoma The uterus and 
right ovary were not removed at either operation 
After operation 6,400 r were given through eight 
portals begmmng on the 21st postoperative day 

This case seems unique in that it is, to our knowl¬ 
edge, the first instance of removal of a huge retio- 
pentoneal metastatic dysgerminomal lesion in a 
woman, who was subsequently treated with radia¬ 
tion therapy and who, at the time of ivntmg, was 
well, five years after removal of a metastatic lesion 

Comment 

Comparable situations have been found with fre¬ 
quency in the male counterpart of the tumor where 
regional metastases are more apparent *' Among 
the more mterestmg cases is one of Farrells, a 
patient vas subjected to removal of a testicular 
dvsgermmoma m an undescended testis, along with 
a large retropentoneal mass, and who died 10 years 
later, presumably because of recurrence and tuber¬ 
culosis 

It IS not necessary to point out, however, that re¬ 
markable results have been achieved under the most 
adverse circumstances m the treatment of dysgermi- 
nomatous metastases by radiation Nystrom re¬ 
ported on a patient with abdominal seeding who 
'vas treated by radiation after removal of tlie 
primary lesion and is living and apparently enjoy- 
mg good health nine years after surgery Whether 
our patient would have fared as well without op¬ 
eration IS a question that cannot be answered at 
present 

3636 St Charles Ave (15) (Dr Reyes) 
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Renal Glycosuria 

Harold L Bttshey. M D , Barbottrville, Ky 


Renal glycosuria has been recognized for many 
years but still is mistreated frequently as diabetes 
welhtus This unfortunate situation is probably due 
to a lack of knowledge of this abnormality In 
1939, Marble and co-workeis' set up rigid criteria 
for diagnosis of renal glycosuna, stating tliat the 
patients must have glycosuria at all times More 
recently, Fo\' defined renal glycosuria as a situa¬ 
tion in which an ‘ individual has a norma] curve, 
but who has had glycosuria at some time during 
the glucose toleiance test ” 

The hereditaiy aspect of glycosuna has been 
reported on by seveial authors (Hjame,® Babson," 
and Bowcock ^) The family i eported on below 
also illustrates this point 

Repoit of Four Cases in One Family 

Case 1 —A woman was 34 veais old when first 
seen at the Crawfoid W Long Memoiial Hospital 
in 1946, at term with her sixth child The record 
IS brief but does include one urinalysis with find¬ 
ings of 2-f sugar and a blood sugar level of 
55 mg % She was told she had diabetes and took 
an unknown quantity of insulin, without close 
supervision, for about one year She then "con¬ 
trolled” her “diabetes” by diet alone, although she 
still had some sugar in her urine when it was 
tested 

In 1951, the patient was admitted in the sixth 
month of pregnancy foi evaluation She was having 
polyuria, nocturia, and polydypsia The physical 
examination revealed a slightly obese, pregnant 
woman with normal vital signs (She had an upper 
respiratory infection, but the heart and lungs were 
normal ) The white blood cell count was 11,700 
per cubic millimeter, with 76% neutiophils and 
22% lymphocytes The urine contained a tiace of 
sugar The fasting blood sugar level was 69 mg % 
Results of a glucose tolerance test were as fol¬ 
lows 


Sugar Content 


Time, Hr 

Blood, Mg % 

Unne 

Fasting 

51 

0 

05 

109 

1 + 

10 

175 

4-f 

20 

151 

4+ 

30 

116 

4-f 

40 

90 

3 + 

Durmg this hospitalization an attempt was made 

to conPoi the glycosuna initially with 

crystaiiine 

Formerly Besident in 

Medicine Cnnford W Long Memonnl Kos- 

pital, Atlanti Ga 




zinc insulin and next with protamine zinc insulin 
The patient had several episodes of weakness and 
sweating which responded to food smuggled to lier 
by her family Further, she developed a ravenous 
appetite She was discharged on a regimen of 
15 units of protamine zinc insulin daily, with a 
diagnosis of diabetes mellitus Four months later, 
the patient was hospitalized at term and delivered 
twins She was considered diabetic and received 
as much as 35 units of protamine zinc insulin daily 

The patient was seen again in the outpatient 
clinic in November, 1956 At that time she stated 
that her urinary sugar content ranged from none 
to 4-j- and that she had not been taking insulin 
On one occasion, she saw a doctor who was iin 
familiar with her glycosuna He insisted on giving 
her msuhn in spite of her warnings and refusals 
Under pretext of another medicament he gave her 
insulin, and in a shoit time she became weak and 
sweaty Oral admimstiation of glucose restored her 
sense of 'well-being 

Results of a glucose tolerance test were as foi 
lows 

Sugar Content 


Time, Hr 

Blood, Mg % 

Unne 

Fasbng 

75 

0 

05 

87 

0 

10 

23 

0 

20 

56 

0 

30 

47 

0 

40 

50 

0 


On further questioning, she gave a history com 
padble with hj'poglycemic episodes unrelated to 
insulin intake 

The patient was seen on two occasions in Mav, 
1958 The blood sugar level was 92 mg % and the 
urine negative for sugar on the first examination 
Puor to the second test, the patient ate candy The 
blood sugar level at that time was 108 mg 7c, and 
the urine contained a trace of sugar 

Case 2 -A 15-year-old girl was admitted m 
December, 1950, because of glycosuna during iiw 
pregnancy She was known to have had ‘ 

since it was discovered in her mother (case 1) 
had no history of rheumatic fever or heart disw 

Tile physical examination revealed 
months pregnant with normal vital signs le 
Few coarse rales in the left lung base Uie p 
of maximal impulse (P ^ ^ 
the midclavicular line, and there was a • ’ , ^ 

mg systolic murmur heard best at the ape 
Faint presystohe murmur in the same are< 
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The hemoglobin level was 111 Gm per 100 cc, 
and the white blood cell count 14,200 per cubic 
millimeter, ivith 89% neutrophils and 11% lympho¬ 
cytes The unne had a specific gravity of 1 018 and 
contained 4-f sugar and 1+ albumin 
Results of a glucose tolerance test were as fol¬ 
lows 


Sugar Content 


Tune, Hr 

Blood, Mg % 

Unne 

Fasting 

70 

4+ 

05 

99 

No specimen 

10 

115 

3-f- 

20 

91 

2-1- 

30 

112 

4-1- 

40 

105 

4-F 


Chest fluoroscopy revealed mmimal cardiac en¬ 
largement and minimal left atrial enlargement 
Electrocardiographic findmgs were normal 
The patient was given a diagnosis of rheumabc 
heart disease and was not given insulin Except for 
a urinar}' tract infection, pregnancy continued nor¬ 
mally to an uneventful debvery at term of a normal 
child This patient was seen agam in May, 1958, at 
the age of 23 years when she was four montlis 
pregnant At that time, her blood sugar level was 
75 mg % and her unne contained sugar 4-f 
Case 3 —A 16-year-old girl was admitted m Sep¬ 
tember, 1956, during her pregnancy because of gly- 
cosuna She stated that when she was four years 
old her mother (case 1) was found to have dia¬ 
betes" At that time, this girl was exammed and 
found to have glycosuria without hyperglycemia, 
she did not receive therapy for this She had had 
poljoina, polvdypsia, and polyphagia At the age 
of 6 years she had had Bright’s disease, and at the 
age of 7 years poliomyelitis 
On physical evammation her blood pressure was 
110/75 mm Hg, pulse rate 80 per mmute, and tem¬ 
perature 994 F (374 C) The patient had gross 
'ision only m the left eye, although the findmgs 
of fundoscopic exammation were not remarkable 
The gravid uterus was compatible with a three- 
oionth pregnancy No other significant findings were 
present 

The hemoglobin level was 91 Gm % and the 
"lute blood cell count 8,400 per cubic millimeter, 
"itli 38% lymphocytes, 57% neutrophils, and 5% 
eosinophils The unne contained 4-(- sugar and was 
positive for acetone Inibal electrolyte determma- 
tions vere as follows carbon dioxide, 18 5 mEq 
per liter, serum chlonde (as Cl), 108 mEq per 
■for, serum sodium, 144 mEq per liter, and serum 
potassium, 6 5 mEq per bter Repeat values were 
cssenhall) the same 

Results of a glucose tolerance test were as fol- 


Sugar Content 


Time, Hr 

Blood, Mg % 

Urme 

Fastmg 

69 

4-1- 

05 

135 

3-1- 

10 

75 

3-1- 

15 

50 

4-1- 

20 

65 

3-1- 

30 

66 

2-1- 


The total serum protein level xvas 7 5 Gm %, with 
an albumin-globulin (A-G) ratio of 4 9/2 6 Gm % 
The serum calcium level xvas 113 mg% and that 
of phosphorus 5 6 mg % 'The serum nonprotem 
nitrogen level was 28 mg % Unnary calcium ex¬ 
cretion xvas 38 mg m 24 hours Phenosulfonphthal- 
em excretion xvas 20% in 15 minutes and a total 
of 50% in tivo hours The 24-hour urme volume 
xvas 3,200 cc, and a specific gravity of 1 021 xvas 
recorded on a random specimen The urme sugar 
gave a positive test xvith Tes-Tape Roentgeno- 
graphic findmgs of the skull xvere normal 

The patient xxms not given msuhn, but her course 
xvas folloxved as an outpatient dunng pregnancy, 
the urme sugar concentrations ranged from 2+ to 
4-|- She delivered a normal male infant xx^hose 
unne xx'as negative for sugar She xvas seen agam 
m May, 1958, and stated that checks of her unne 
alxvays shoxved sugar Her blood sugar level was 
120 mg %, and the unne contamed 3+ sugar She 
was not pregnant at the time of this exammation 

Case 4 —A boy xvas 10 years old xx'hen seen in 
December, 1956, and the son of the patient in 
case 1 Glycosuria xvas first noted xvhen he xvas 
4 years old He had had no symptoms of glyco¬ 
suria, but his urme had been tested by his mother 
and found to contam sugar fluctuating from none 
to 4+ His blood sugar level xvas 83 mg %, and a 
sample of unne contamed 3-)- sugar 

Family History —The patient in case 1 xvas the 
mother of the patients m cases 2, 3, and 4 She had 
five other children, and one of these, a son aged 27 
years, xx'as reported to have glycosuria but xvas not 
available for study She had six grandchildren, and 
none of these had had glycosuna xvhen checked 
by tlie grandmother The patient m case 1 had six 
sibhngs, of xvhom one, a brother, xvas said to have 
glycosuria The grandfather and four aunts on the 
fatliers side xvere reported to have had glycosuna 
None of the patients in the cases listed above xx'ere 
knoxvn diabetics 

Comment 

These cases illustrate a fexv pomts that should 
be emphasized Routme prenatal exammation for 
urmarj' sugar directed the attention of the physi¬ 
cians to the glycosuna in tliree of these cases The 
first case unfortunatelv xvas misdiagnosed and the 
patient treated for diabetes melhtus, even though 
a glucose tolerance test clearly revealed a loxv renal 
threshold Furtlier sx'mptoms of hypoglycemia asso- 
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ciated with the insulin therapy did not deter the 
physicians, and only the illicitly obtained food that 
the patient ate spared her repeated episodes of 
shock Also, physicians seeing her in die office failed 
to realize the true nature of her condition and gave 
her insulin Foitunately, the other patients dis¬ 
cussed in this repoit were spared this shocking 
procedure 

These cases show variability of the niinixnal glu¬ 
cose threshold (a concept aptly evpounded by 
Govaerts ") In the first case the minimal threshold 
appeared to be at a blood sugai level of about 
100 mg % In the second and third cases, the thresh¬ 
old was probably below the normal range of blood 
sugar values and would satisfy die ciitena of Mar¬ 
ble and co-workers ' The history m the fourth case 
suggests a minimal threshold in the low noimal 
range The more realistic criteria of Fo\" would 
include all four cases 

Fanconi disease should be ruled out in these 
pafaents The third case was studied with this in 
mmd, but the patient had a normal blood phos¬ 
phorus level, noimal lenal function, and no crystals 
of cystine in the urine Chemical analysis for cys¬ 
tine was not available 


IA M A, Oct 1, 19G0 

Sugars other than glucose may be excreted and 
give a positive reaction to Benedict s test Tes-Tape 
IS specific for glucose * ^ 

Summary 

Four cases of renal glycosuria occuned in one 
family One patient was treated as a diabetic, in 
spite of a glucose tolerance test showing a low 
renal threshold Vanation of die minimal glucose 
threshold was noted in tiiese cases 

142 Black St 
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Hemorrhage from Rupture of Utero-Ovarian Vein 

Complication of Piegnancy 

Coleman C Johnston, M D , 
and Ah T Arban, M D, Lexington, Ky 


Hemoiihage from a rujptuied utero-ovanan vein 
is an unusual but seiious complication of piegnan¬ 
cy, canying a high mortality Because this catas- 
tiophe IS seldom seen, raiely repoited, and practical¬ 
ly impossible to find in the usual textbooks on 
obstetrics, it must be concluded that most physi¬ 
cians, like ouiselves, have not been aware of the 
entity It is for this reason that xve are lepoiting 
such a case and discussing the problem as a surgical 
emeigency This entity must be understood, recog¬ 
nized early, and treated with dispatch, if sudden 
and unnecessary tragedy is to be averted 

Massive bleeding from the enlarged, distended, 
and often vaiix-like veins of the utero-ovanan struc¬ 
tures during piegnancy may occui m three diffeient 
forms Bleeding may be free into the abdominal 
cavity, it may develop as a retroperitoneal bem- 


irhage m the tissues of the broad ligament or pel 
is, or it may occur as a combination of retroperi 
^neal and intrapentoneal hemorrhage 

In 1904, Williams' reviewed the world literature 
n the subject and reported a patient of lus o'™> 
)r a total of 32 cases recorded Since that bme 
fodgkmson" alone and with Christenson," Junsbica 
nd Gutglass,^ and FinclT have brought the total 
f patients studied to 75 

Oiu own patient, the 76th, seems to be the onl 
ne with twin pregnancy on record and a stucly o 
lese reports also suggests that the diagnosis 
itra-abdominal hemorrhage from j 

tero-ovarian vein established by means of abdom 
al paracentesis is an original experience 

Hodgkmson and Christenson, who als P 
,ree cases ot similar bleeding, found the ovcral 
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nortabty of the 75 cases reviewed to be 49 6% In 
30% of the senes bleeding occurred during labor 
Half of the lemaining patients admitted muscular 
acbvit}' of some degree such as straining at stool, 
coughing, lifting, nding in a rough wagon, or mter- 
course The rest gave no historj- of effort, appar¬ 
ently, spontaneous rupture may occm Our own pa¬ 
tient rose from a low stool to a standing position 
riiese studies also revealed that the mcident oc¬ 
curred as early as the 10th week of pregnancy or as 
late as the 21st day post partum When venous rup¬ 
ture was actually associated with labor, the mor¬ 
tality rose to 763% because the discomfort from 
retropentoneal hemorrhage and peritoneal irnta- 
hon was far overshadowed by the pain of uterine 
contractions and the delivery itself 

Report of a Case 

A 38 year-old woman, gravida 2, was admitted 
to the Baptist Hospital on Aug 17, 1959, m her 
33rd Meek of pregnancy, with a complamt of mild 
diffuse abdommal pain About 24 hours prior to 
admission, when getting up from a sitting position 
on a low stool, she noted a sudden sharp pam 
in her right lower abdominal quadiant The dis¬ 
comfort subsided shortly but about eight hours later 
recurred and became slowly but progressively 
worse She was seen in the emergency room by her 
obstetncian at about 8 30 p m, at which tune her 
white blood cell count was 11,200 and her red 
blood cell count 3,800,000 per cubic millimeter and 
her hemoglobm concentration 10 3 Gm % Only mild 
abdominal tenderness was noted and she was per¬ 
mitted to go home that night By morning she re¬ 
turned, With a white blood cell count of 16,000 per 
cubic mdhmeter and a hemoglobin level of 9 6 
Gm % Surgical consultation was requested The ab¬ 
domen w'as diffusely tender throughout, with no 
urea of localization There was cough tenderness 
and rebound tenderness but no evidence of sepsis 
Hie uterus suggested a term pregnancy Results of 
rectal examination were essentially normal Quick¬ 
ening had been noted during the previous 24 hours 
and just prior to examination Her pulse and blood 
pressure xvere xvithin normal limits, and there xvas 
no evidence of impending shock 
Because of the bizarre picture of diffuse mild 
peritoneal irritation, actually peritonitis xvithout 
an> evidence of sepsis, it xvas concluded that ab- 
nmmal paracentesis should be done A 22-gauge 
needle on a 20-cc syringe xxms introduced into tlie 
a nomen, about 3 cm medial to the right anterior 
lac crest A small quantitx' of fresh blood mixed 
dark, partially clotted blood xvas xx'ithdraxxm 
diagnosis of hemopentoneum xvas established 
mmediately after the procedure, her pulse rose to 
’“^nts per minute and her blood pressure fell to 
' mm Hg Support measures were begun and 
n patient and her husband xx'ere adx'ised that op¬ 


eration xvould probably be necessary after a period 
of observation to determme if the bleedmg were 
really significant She ralhed quicky but by after¬ 
noon her red blood cell count had fallen to 2,700,- 
000 per cubic millimeter, the hemoglobm level had 
fallen to 8 Gm %, and her pulse had again risen to 
120 beats per minute Her blood pressure was re¬ 
checked at 132/100 mm Hg, although she xvas 
somewhat restless 

At exploratory laparotomy a large quantity of 
fresh and much old, partially clotted blood xvas 
found The omentum was removed from the an¬ 
terior surface of the uterus, and about 10 cm to 
the right of the midhne at the level of the umbilicus 
was a plexus of large irregular varicose vems, some 
reaching 0 5 cm m diameter In one varix the vem 
wall had burst and from it there floxved a small but 
steady stream of blood Several centimeters away 
from this varix xvas a similar protruding and exceed¬ 
ingly thin xvall sacculation xvhich could have rup¬ 
tured xvith a little more mcreased pressure With 
fine silk suture hgatures both varicosities xvere 
ligated and bleedmg xvas controlled Further ex¬ 
ploration revealed no other abnormality and after 
evacuation of at least 1,500 cc of blood the abdo¬ 
men was closed The possibility of punctunng the 
uterme varicosity with the paracentesis needle was 
considered, but the position of the abdominal xvall 
puncture and the site of the ruptured varix could 
not have been made to comcide The patient xvas 
given 500 cc of blood on two successive days after 
operation m addition to the 1,500 cc before and 
during operation On the third postoperative day 
she xvas delivered of premature txvm girls xveigh- 
mg, respectively, 3 lb 5 75 oz (1,523 82 Gm ) and 
2 lb 14 25 oz {1,31617 Gm ) The patient xvas dis¬ 
charged m good condition on her 10th postopera¬ 
tive day and her daughters, raised m an mcubator, 
have both survived 

Comment 

In this instance bleeding xvas sloxv and perhaps 
intermittent, as suggested by the presence of the 
omentum, commg from a small perforation m the 
xvall of a sacculation in a varicose vein on the sur¬ 
face of tlie uterus Bleeding xvas free into the peri¬ 
toneal cavity of an abdomen already distended and 
uncomfortable from a 33-xveek pregnancy, so the 
initial evidence of irritation from the hemopento¬ 
neum xvas not easily detected ^^^len a diagnosis of 
intra-abdominal bleedmg durmg pregnancy xvas 
established, the actual significance of this discovery 
xvas not immediately recognized, first, because the 
clinical course over a 36-hour period did not sug¬ 
gest an impendmg catastrophe, second, because 
the slow bleeding gave no real evidence of circula¬ 
tory mstabilit)' until about 36 hours after the onset, 
and finallv because xxe had never heard of the en¬ 
tity and therefore followed the mactive tlierapeutic 
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concept of watchful waiting m the face of a catas- 
tiophe which in reality cariies a moitality of 49 6% 

It seems odd that so simple an occurrence, which 
might so logically follow the tremendous venous 
dilatation of a noimal pregnancy, has not been 
moie fiequently discovered and moie widely pub¬ 
licized Femoral vein pressure in the pregnant wom¬ 
an is lecoided as fiom 100 to 200 mm greater than 
venous piessuie in the aim This, in addition to the 
piessuie increase of exertion as fiom coughing or 
stiaining, can readily be undei stood as a cause of 
dilatation and even eventual mptuie of the weak¬ 
ened and thm-walled vein 

One must theiefore conclude that, although mod¬ 
esty may m pait be the cause of so scant a liteiature 
on the subject, possibly many another such patient 
has died with the condition undiagnosed 

Foi this leason we would suggest that discom¬ 
fort in the abdomen of a piegnant woman, ranging 
from mild to model ate oi even marked pain, asso¬ 
ciated With evidence of peiitoneal iiritation m tlie 
absence of sepsis, should be viewed vath suspicion 
A rising pulse, lestlessness, and the clinical picture 
of impending circulatoiy collapse, often associated 
with a mass in the light oi left pelvis, peihaps ex¬ 
tending into the flank, would fuither indicate the 
diagnosis of hemoiihage fiom the lupture of a 
utero-ovaiian vein 

The diagnosis of mtra-abclommal bleeding may 
be confiimed with ease by means of abdominal 
paiacentesis, as it was m oui case It must, howevei, 
be emphasized that gieat caie should be taken in 
ordei to avoid injury to the uteiine wall fiom die 
needle used foi paracentesis Retiopentoneal bleed¬ 
ing cannot be deteimined bv needle punctuie, how¬ 
evei, leahzmg the possibility, one will mere leadily 
exploie the abdomen m the piesence of a clinical 
pictuie suggesting this catastiophe 
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Conclusions 

In conclusion, then, we present the report of a 
single case of intra-abdominal bleeding from (lie 
rupture of a vanx of a uterine vein durmg pres 
nancy The entity is not described m three current 
textbooks on obstetrics Tlie literature includes only 
75 other cases reported An over-all mortality' of 
49 6% had been recorded In patients in wliom 
bleeding occurred during labor the mortality was 
found to be 76 3% 

Bleedmg from a ruptured utero-ovanan vein mav 
be free into the abdomen, may be retroperitoneal, 
or may occur as a combinahon of both Abdominai 
paracentesis is a prompt, safe, and easy means of 
confiiming the diagnosis, if care is taken to avoid 
injury Bleedmg as described in most of the cases 
leported in the literature was seveie and sj'mptoms 
of shock developed far more quickly than in tins 
instance It is for this leason wise to delay surgen 
after diagnosis only long enough to prepare tlie 
patient pioperly foi operation 

2101 Nicholasville Rd (Dr Johnston) 
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Fatal Hemorrhage During Tracheotomy 

Report of a Case and Use of Sheldeii Tiacheotome 

Jflajor Richard D Hamilton (MC), U S Arm} 


Deaths fiom tracheotomy peifoimed with the 
Shelden tracheotome aie of great significance m 
view of the anticipated wide use of the instrument 
m mass casualties The oiigmal mstiument de- 
sciibed by Shelden and othersconsisted of four 
parts but this has since been alteied to include 
only ’three Shelden and otbeis ' have reported us- 


From the Neurosurgical 
Wnltcr Reed Armv Medical 


Senoce Wnltcr Reed General Hospital 
Center, Wnshington D C 


the tracheotome innumeiable times since Dc- 
ber, 1953 , without moibidiW, complical^ns, 
Lvorable sequelae It was their belief Iwt 
■ument could be used by any p n sic ‘ ^ 
it could easily be used bv 
ismen in the Armed Foices Cme 1’ 
corpsmen on independent dutv eo d db 

■acted m its use Onlv jv l,((n 

he Shelden tracheotome has pret ion 



^'o^ 174, No 5 


TRACHEOTOMY-HAMILTON 


531 


reported in the literature The ^oresent report adds 
a second fatality, but death occurred from a dif¬ 
ferent cause 

A 47-year old man first evhibited svmptoms of 
amyotrophic lateral sclerosis m 1953 The symptoms 
were progressive, and by January', 1957, he had 
severe weakness of the extremities, inefficient cough, 
dyspnea, dysphonia, and dysphagia On Jan 7, 
1957, an emergency tracheotomy was performed 
because of extreme dyspnea from retained bron¬ 
chial secretions A surgeon was summoned, and a 
small transverse skin incision was made under local 
procaine anesthesia The Shelden needle was intro¬ 
duced into the trichea without difficulty, and im¬ 
mediate exchange of air was noted The bladed 
trocar and slotted tiacheotomy tube were then 
introduced into the neck through the slot in tlie 
needle The needle and bladed trocar were with¬ 
drawn, hut there was no exchange of au The 
tracheotomy tube was withdrawn The bladed 
tiocar and tracheotomy tube were again assembled 
and introduced into the neck following the sup¬ 
posed course of the oiiginal needle mseition Im¬ 
mediately after withdrawal of the bladed trocar, 
massiye hemorrhage occuried through the slotted 
tracheotomy tube Hemorrhage continued for about 
30 seconds, and death was immediate 
Gross examination i»«-valed that the arch of the 
lorta extended cephalad to the level of the base of 
the neck There xvas a 1 cm Imear disruption of all 
layers of the wall of the aorta expending antero- 
postenor at the origin of the innominate artery 
Tliero was an atheromatous plaque at the site of 
the disruption There was considerable peritracheal 
and upper mediastinal hemoirhagic extravasation 
Microscopic examination confirmed the gross diag¬ 
nosis of atheiomatosis of the aorta and the clinical 
diagnosis of amyotrophic lateral sclerosis 

Comment 

The aortic laceration m this ease did not signifi- 
cintly alter the outcome of this severely ill patient 
whose death xvas imminent at the time the tracheot¬ 
omy was begun Prioi to its use in this case the 
surgeon had used the Shelden tracheotome about 
SIX times xvithout encountering technical difficulty, 
niorbidih' oi mortihty The fatalitx^ resulted from 
the fact that the needle xvas not reinserted before 


the reintroduction of the bladed trocar and slotted 
tracheotomy tube This allowed the ball point of 
the trocar to pass caudad m the peritracheal tissues 
to the level of tlie aortic arch, xx'hich was located 
abnormally eephalad The Imear shape of the 
aortic disruption observed at autopsy indicated that 
the disruption xvas the result of laceration by the 
blade of the trocar rather than perforation by the 
ball point Smithreported tlie previous fatality 
aftei use of the Shelden tracheotome in a patient 
with terminal cerebrospmal purulent meningitis 
md bronchopneumonia Deatli, in tins case, oc¬ 
curred 20 minutes after tracheotomy Autopsy re¬ 
vealed an irregular postenor midline tear of the 
trachea 1 5 cm long at the level of the sixtli intei- 
caitilage space Smith believed that the tear and 
subsequent emphysema were the result of the hole 
produced in the skin by the bladed trocar, xxduch 
was too small for easy introduction of the tracheot¬ 
omy tube Because of this, the considerable force 
exerted to traverse the skin fixed the midlme neck 
stiuctures against the ceivical spine posteriorly and 
lesulted m the tracheal tear In this case this was 
the first time the suigeon had ever used the instru¬ 
ment 

In the event of a mass casualty situabon, the use 
of tile Shelden tiacheotome for tracheotomy xvould 
piobably result in the saving of more lives than 
would the conventional tiacheotome because of the 
ease and rapidity xvith xvhich it can be used bv both 
medical and auxiliaiy medical personnel It should 
be emphasized, hoxvever, that the procedure is not 
xvithout nsk 


This report is based on records from an Armed Forces 
Hospital at which the operation was performed, personal 
communication with tlie surgeon, and autopsy material sub¬ 
mitted to the Armed Forces Institute of Pathology 
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We Don’t Rate Well As Reactionaries” 


A re there any other physicians 
wlio grow tired of hearing that 
the American Medical Association 
IS a reactionary gang of lobbyists, 
bitterly opposed to change and 
progress? 

Such accusations, even though 
they issue from tlie unmformed, 
sbll remain a source of annoyance 
Their falseness is obvious to any¬ 
one who bothers to look at what 
the A M A does, has done, and 
plans to do Unfortunately, the 
world-changers and political slogan- 
comers are more interested in pamt- 
mg our association as a fortress of 
19th-century isolationism than they 
are in leammg precisely what we do 
Let’s consider legislation, a sub¬ 
ject on which our cnbcs widely 
agree that we are always, irrevoca¬ 
bly, negative In tlie 86th Congi ess, 
not counbng the rump session, 19,552 bills were 
mtroduced, of wluch 739 are of mterest to the medi¬ 
cal profession Included have been bills with sub¬ 
jects ranging from mental health to legulabon of 
chemical addibves m foods, from expansion of the 
Hill-Burton program to child health and welfare 
services, and from addiction to air polution 
I have named only a few, and have skipped many 
bills on which the A M A presented testimony 
Durmg the 86th Congress, our associabon testified 
or submitted statements on 40 occasions concerning 
25 bills 

Now for a reactionary, negative organizabon, we 
certainly made a poor showmg m our testimony 
and statements, since only six were m opposibon to 
bills proposed or provisions m a bill In 26 instances, 
our position was favorable to the legislation under 
considerabon and eight bmes we presented our 
views m an mformabve manner, expressmg our 
opmions on broad, general subjects 

It should also be noted that while six statements 
in opposition were submitted to the 86th Congress, 
only four bills were mvolved and only one of these 
could be classified as being of major importance 



E Vincent Askey, M D , President, 
American Medical Association 


And even on tins issue, medical 
care for the aged, we supported 
a broad proposal of federal-state 
matching funds to provide care for 
the needy and the near-needy aged 
without a compulsory system of 
taxes and coverage-for-all under 
Social Secunty 

Lets look at some of the other 
legislabve proposals the A M A 
supported in this last Congress 
Hazardous Substances Labeling 
Act—We testified twice on this 
measure, supportmg it and recom 
mending improvements It passed 
both houses of Congress and was 
signed by the President this sum 
mer The new law establishes cri 
tena for tlie labeling of hazardous 
substances brought into the Amen 
can home 
Health Insurance for Federal 
Employees—These bills proposed a government 
contribution for the purchase of personal health 
service benefits for civilian officers and employees 
in Civil Service and tlieir dependents, and included 
a voluntary healtli insurance program consisting of 
both basic and major medical coverage Once again, 
we supported these measures, and we were grati 
fied that the President signed the passed bills 
Safety Devices for Autvmobiles and Safety Stand 
ards on Government Motor Vehicles —We suh 
mitted a lengthy statement to Congress on this issue 
and emphasized our belief that regulatory action 
here is imperative 

I could continue at length detailmg our record 
of positive, constructive recommendation and sug 
gestion to federal legislators But these examples 
should deflate the balloons of those xvho claim 
A M A IS always against, never for The record 
mdicates just the reverse 
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Scope, Objectives, and Funetions 
of Occupational Health Programs 


The term occupational health program,” as used 
m this statement, means a program provided by 
management to deal constructively with the health 
of employees in relation to their work The term 
‘occupational medicine” means that branch of 
medicine practiced by physicians in meetmg medi¬ 
cal problems and needs under occupational health 
programs 

Some employers, m the middle of die 19th cen- 
tur)f, established medical services for their employ¬ 
ees in areas where satisfactory medical services 
were not readily available Since 1911, workmen’s 
compensation laws requiring employers to compen¬ 
sate employees or their heirs for occupational dis¬ 
ability' or death and to provide medical care for 
occupationally injured employees have been en¬ 
acted in all states In addition, most of these laws 
require employers to provide medical care for em¬ 
ployees with occupational disease These and other 
laws have given employers a greater incentive, as 
well as an obligation, to maintam safe and health¬ 
ful working enwronments The problems associated 
With the increasingly complex technology of in¬ 
dustry', with ever new, potentially hazardous, phys¬ 
ical and chemical agents, have served as an impor¬ 
tant stimulus to the development of occupational 
health programs From these developments the ear¬ 
ner concept of curative occupational medicine has 
been broadened to include and emphasize preven¬ 
tion and health maintenance, and there has gradu- 
allv emerged the type of occupational health pro¬ 
gram described m this statement 
Organized medicine should exercise leadership 
in improving occupational health programs and m 
providing adequate occupational health sem'ices to 
•ill employees, including those in small estabhsh- 
nients The medical profession has a responsibility' 
0 bring to the attention of industrial management 
•ind labor the values of occupational health sen'- 


pf ••as prepared b> the Council on Occupational Health 

Medical Association The onpinal statement y>as ap 
rtfU.i ir\ ^ Board of Tnistets m Apnl 1957 adopted b> the House 
UOB ] 1 published m The Jouh-nax. (164 1104- 

bi thr ^ 195<) Tlig following is a re\’ision which was nppro\ed 
Tnwttrs in April 1960 and adopted b> the House of 
on ri/vv I960 B Di\o\ Hollavo \t O Secretary Covmcd 

^ Occumtronnl Hcilth 


ices In assuming this responsibility, the profession 
should recognize that the considerations and rec¬ 
ommendations contained m this statement should 
not be viewed as bemg limited to full-time, salaried 
physicians They should serve to attract and guide 
physicians in private practice m rendenng part- 
time or consultant services It is specifically in the 
provision of occupational healtli services to small 
plants that physicians in private practice can make 
their greatest contribution The county medical so¬ 
ciety should be prepared to help employers locate 
physicians willing and qualified to direct and serve 
occupational health programs 

General Considerations 

Health mamtenance is pnmarily the responsibil¬ 
ity of the individual However, the employer has an 
obligation to provide a safe work environment for 
his employees and he has a valid mterest m tlie 
prevention of loss of work time and of work efla- 
ciency resulting from his employees ill health 
Definitive diagnosis and therapy of nonoccupation- 
al injury and illness are not responsibilities of the 
employer, but he may provide certain preventive 
health measures m a given situation where the em¬ 
ployee, the employer, and the community stand to 
benefit 

There are two types of health programs for those 
who work The one referred to in this state¬ 
ment IS the occupational healtli program that deals 
with the health of employees in relation to their 
work and is largely preventive The other tj'pe is a 
medical care program for nonoccupational illnesses 
and injunes These two types of programs differ m 
such respects as methods of financing and amounts 
and kinds of sen'ices Failure on the part of em¬ 
ployers, employees, and physicians to distinguish 
properly between tliese two tj'pes of programs 
sometimes gives rise to misunderstandings and 
problems, particularly m those few situations in 
which the same professional personnel serves both 
programs 

Objectives 

The objectives of an occupational health pro¬ 
gram are (1) to protect employees against health 
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hazards in their woik environment, (2) to facilitate 
tile placement and insure the suitability of individ¬ 
uals according to then physical capacities, mental 
abilities, and emotional make-up in work which 
tlmy can perform with an acceptable degree of 
efiiciency and ivitliout endangering their own 
li^ltli and safety or that of their fellow employees, 

(3) to assure adequate medical care and rehabilita¬ 
tion of the occupationally ill and injured, and (4) 
to encourage personal health maintenance 
The achievement of these objectives benefits both 
employees and emploveis by improving employee 
health, morale, and pioductivity 


Activities 

In order to attain these objectives the followmg 
actiNuties are essential 

1 Mamtemnce of a Healthful Wo)k Environ¬ 
ment—This requires that personnel skilled in in¬ 
dustrial hygiene perform -periodic inspections of the 
premises, including all facilities used by employees, 
and evaluate the work environment in order to de¬ 
tect and appraise health hazards, mental as well as 
physical Such inspections and appiaisals, togetlier 
with the knowledge of processes and materials 
used, provide current information on health aspects 
of tlie work environment This information will 
serve as the basis for appropnate recommendations 
to management for preventive and corrective meas¬ 
ures 

2 Health E\aimnattons—{a) Preplacement ex- 
ammations These exammations serve to determine 
tlie health status of tlie individual in order to aid in 
suitable placement Such exammations should in¬ 
clude (1) personal and family medical history, (2) 
occupational history, and (3) physical examination, 
mcluding appropriate laboratory procedures (b) 
Periodic examinations These health evaluations 
are similar to preplacement examinations and are 
carried out at appropriate intervals to determme 
whether die employee’s health is compatible with 
his job assignment and to detect any evidence of 
ill healtli which might be attributable to his em¬ 
ployment Certain employees and groups may re¬ 
quire examinations more frequently tlian others 
and additional procedures and tests, depending 
on their age, then physical condition, and the 
nature of their work 

All health examinations must be conducted by a 
physician with such assistance as he requires The 
examination may be made in any properly 
equipped medical facility, at the place of work or 
elsewhere However, to qualify as an appropriate 
part of the occupational health program, the exam¬ 
ination must evaluate the health status of the 
employee in relation to his work 

The individual to be examined should be in¬ 
formed by appiopnate means of the purpose and 
value of the examination The physician should 
discuss the findings of the examination with the 
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mdmdual, explammg to him the importance of 
deto found 

Unrealistic and needlessly strmgent standards of 
physical fitness for employment defeat the purpose 
ot health examinations and of maximum utilization 
or the available work force 

3 Diagnosis and Treatment-{a) Occupational 
injury and disease Diagnosis and treatment in oc 
cupational injury and disease cases should be 
prompt and should be directed toward rehabilita 
hon Workmen’s compensation laws and policies of 
medical societies usually govern the provision of 
medical services for such cases Further guidance 
IS offered m the American Medical Association’s 
statement ’‘Medical RelaPons in Workmen’s Com 
pensaPon, item 4, section on “Statutory Piovi 
sions This appeared in the 1955 annual report of 
the Council on Occupational Health (The Jouhxal 
159 906-910, Oct 29, 1955) The statement uas 
adopted, slightly changed, by the House of Dele 
gates (The Journal 159 1648-1649, Dec 24, 1955) 
Reprmts may be obtamed from the Council on 
Occupational Health Item 4 appears as paragraph 
(d) on page 4 of the reprint (b) Nonoccupational 
injury and illness Diagnosis and treatment in non 
occupational injury and illness cases are not respon 
sibilities of an occupational health program with 
these limited exceptions (1) in emergency the 
employee should be given the attention required to 
prevent loss of life or limb or to relieve sufiermg 
until placed under the care of his personal physi 
cian, and (2) for minor disorders, first aid, or pallia 
tive treatment may be given if the condition is one 
for which the employee would not reasonably be 
expected to seek the attention of his personal pbv 
sician, or to enable tlie employee to complete bis 
current work shift before consulting his personal 
physician Requests for repetitive ti eatment of non 
occupational disorders sliould be discouraged and 
individuals requesting such should be referred to 
their personal physician 

Every employee should be encouraged to have a 
personal physician The health interests of employ 
ees are best served by communication and cooper 
ation between tlieir personal physicians and pbfsi 
cians participating m occupational health programs 
This helps assure their continuation m or prompt 
restoration to suitable employment 

4 Immunization Programs-An employer mai 
properly make immunizahon procedures 

to his employees under the principles set form m 
the “Guide for Industnal Immunization Programs 
(The Journal 171 2097-98, Dec 12, 19o9) 

5 Medical Records-The maintenance of acv 
rate and complete medical records of each emplm 
from the time of his first examination or Heatment 
IS a basic requirement The confidenha 

of tliese records, including the resu ts 
examinations, should be ngidly observed bs 
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members of the occupational health staff Such 
records should remain in the exclusive custody and 
control of the medical personnel Disclosure of in¬ 
formation from an employee’s health record should 
not he made without his consent, except as re¬ 
quired by law 

6 Health Education and Counselling—Occupa¬ 
tional health personnel should educate employees 
m personal hygiene and health maintenance The 
most favorable opportunity for reaching an em¬ 
ployee with health education and counselling anses 
when he visits a health facility 
Health education appropriately goes hand in 
hand witli safety education The occupational 
health and safety personnel, therefore, should work 
cooperatively with supervisory personnel m im¬ 
parting appropnate health and safety information 
to employees Health and safety education should 
encourage habits of cleanlmess, orderliness and safe¬ 
ty, and teach safe work pracbces, the use and 
maintenance of available protective clothmg and 
equipment, and the use of available health services 
and facilities Experience has showm that health 
education is most effective when the employer dem¬ 
onstrates his sincere and continuing interest m 
the health of his employees and when employees 
are encouraged to participate in the planning and 
conduct of health education activities 

Organization and Staffing 

In order to provide a safasfactory occupational 
liealth program, it is essential that a quahfied 
doctor of medicine be engaged to direct the pro¬ 
gram The needs of a specific program will deter¬ 
mine the amount of time required of this physician 
Traming and experience in occupational medicine 
ire desirable The medical director should have a 
major role in the development, interpretation, and 
implementation of medical policy He should ad¬ 
minister the occupational health program and be 
directly responsible to a designated official at the 
pohc)' making level of management 
Physicians participatmg m the program (1) 
should maintam high standards of professional 
semce and conduct for the benefit of employee and 
employer alike, (2) should cooperate and maintain 
proper liaison with other physicians in tlie commu- 
mt\’ and with the county medical society, (3) should 
not use their occupational health affiliations im¬ 
properly as a means of gaining or enlarging a pn- 
'nte practice among employees, and (4) should be 
engaged and compensated m accordance with the 
of Medical Ethics of the American 
edical Association (Special Edition of The Joub- 

June?, 1958) 

I 3!!^ ‘^^eupational health program should be tai- 
nrcu to each employee group according to its needs 
lese needs are determined by sueh factors as the 
nmber of employees in the group, the nature and 
cnt of the hazards to which thev are exposed. 


and the availability' of community medical services 
The personnel required in an occupational health 
program may include, in addition to physicians 
and nurses, persons skilled in various technological 
procedures of environmental appraisal and control, 
laboratory technicians, other specialized personnel, 
and clerical help The amount of time required of 
such personnel will depend upon the needs of tlie 
employee group to be serx'ed The organizational 
relationships within the group, wlule varj'mg with 
circumstances, should be such as to promote maxi¬ 
mum collaboration and cooperation 

Nurses in occupational health programs should 
be graduates of accredited schools of nursing, reg¬ 
istered and legally qualified to practice nursing 
where employed Traming and experience m occu¬ 
pational health are desirable The nurse’s profes¬ 
sional duties should be clearly defined in ivriting bv 
the physician 

In estabhshments which do not have a nurse, 
there should be one or more employees qualified 
m first aid available throughout the workmg hours 
It is desirable, of course, in all employee groups 
to have a substantial proportion of the employees 
tramed in first aid m the event of emergencies 

Cooperation among physicians, industrial hygien¬ 
ists, nurses, technicians, and other occupational 
health personnel and management personnel re¬ 
sponsible for the emplo>'ment, safety, and well- 
bemg of employees is essential Occupational health 
personnel should cooperate also wth voluntary and 
official community agencies providing health, safe¬ 
ty', employ'ment, and welfare services 

Facilities 

The extent of the facilities, including equipment, 
W'lll depend upon the needs of the employees and 
the scope of the occupational health program The 
facdities may be available at the place of employ¬ 
ment or elsewhere in the community Facilities 
when provided on the premises (I) should be 
located m a quiet area readily accessible to em¬ 
ployees and to transportation, (2) should be suffi¬ 
ciently spacious, well lighted, ventilated, and heated, 
(3) should include waitmg, consultation, examimng, 
and treatment rooms, and toilet facilities, to insure 
adequate privacy and comfort, (4) should have ap¬ 
propriate medical, laboratory, and otlier equipment, 
and (5) may include a rest or recovery room, dress¬ 
ing rooms and facihties for laboratorx' and’ radio¬ 
logical examinations 

Summary 

This statement provides only a broad outlme of 
the scope, objectives, and functions of occupational 
health programs More detailed informabon can be 
found m reference works on vanous aspects of oc¬ 
cupational healtli and through consultation wath 
persons "'hose professional training and expenence 
ha\e qualified them as specialists in this field 
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The goal of occupational healtli procram? ,n 
assuring the health of people who work^ based 
on the recognition that the fullest development 
of our material resources is dependent uZ! 
corresponding development of our human resot^e; 


Guiding Principles and Procedures for 
Industrial Nurses lu Care of Eye Injuries 


The eye piogram is an essential and integral part 
of the occupational health program Guides to the 
nurses important role in the entire occupational 
health program are given in the followmg American 
Medical Association statements “Guiding Pnnciples 
and Procedures for Industrial Nurses” (JAMA 
158 1028-1033 [Nov 5] 1955), “The Legal Scope of 
Industrial Nuising Practice” (J A M A 169 1072- 
1075 [March 7] 1959), and “Scope, Objectives 
and Functions of Occupational Health Programs” 
revised, 1960 (p 533), this issue This present state¬ 
ment supplements these by spelling out more spe¬ 
cifically guiding principles and procedures for the 
nurse in the industrial eye program 

Guiding Principles 

The objectives of the mdustrial eye piogiam are 
to assure that workers possess vision meeting the 
demands of their jobs, to protect the workers’ eyes 
agamst hazards of their jobs, and to provide woik- 
ers sustaining eye mjuries and diseases such care 
as IS authorized, e g, by the above-mentioned 
A M A statement on “Scope, Objectives and Func¬ 
tions of Occuptational Health Piograms” The close 
and effective working together of the plant physi¬ 
cian, the consulting ophthalmologist, the plant 
muse, and the safety director is required to make 
tlie industrial eye progiam maximally effective The 
plant physician should exercise medical direction 

This report has been prepared )Ointly by the Committee on Indus- 
tnal Ophthalmology and the Committee on Industrial Nursing of the 
Council on Occupational Health B Dixon Holland M D , Secretaij 
Council on Occupational Health 

The members of the Committee on Industnal Ophtlialmology arc 
Edmund B Spaeth M D Chairman, Philadelphia, FranUm M Foote, 
M D , Hartford, Conn , Ralph S McLaughlin M D , Laconia N H , 
Joseph F Novak, M D , Pittsburgh, Ralph W Ryan, M D , Moigan- 
toivn, W Vn, Benjamin J Wolpaw, MD Cleveland, Mr Howard N 
Schulz, Secretary, Chicago The members of the Committee on Indus¬ 
trial Nursing are Jermyn F McCahan, M D , Chairman, Chicago, 

Louise Broivn, RN, New Haven, Conn, David H Goldstein MD 
New York, Emmett B Lamb M D Indianapolis Kathenne A Lem- 
bnght R N, New York, O Tod Malleiy, Jr M D , Wausau, Wis 
Cliarles F Shook, M D , Toledo, Sara P Wagner, R N, New York, 
Mr Howard N Schulz, Secretary, Chicago 


over the mirse ^Vlth die assistance of the consult¬ 
ing ophthalmologist, he should provide her with 
'standard procedures” for the care of cases of in 
dustrial eye injuries and diseases and instruct her 
therein to enable her to parbcipate effecbvelv in 
the eye program The physician should provide the 
nurse with “procedures” whether he serves the 
plant on a full-time, part-bme, or on-call basis, in 
order that she may know how to proceed with con 
fidence, particularly in bis absence and pending liis 
or another physician’s assuming responsibility for 
the eye case 

The nurses "standaid procedures” foi eye cases 
should define her responsibilities, guide her in dc 
terminmg whether and when to consult a physician 
m a parhcular eye case, and provide her with a list 
of treatment steps, medicaments, supplies, and 
equipment Equipment should include a vision test 
mg chart or vision tesbng device, a chair with head 
rest, a source of adequate illumination and a treat 
ment table oi dressing tray with such items as 
coveied bottles and jars for sterile medicaments, e>e 
irrigation bottles, solutions, eye-droppers, cotton, 
and eye pads Medicaments on the eye tray sliould 
include topical anesthebc solution, sterilized water, 
isotonic sodium chloride solution or Ringer’s sola 
tion, and steiile fluorescein solution, fluorescein 
impregnated paper strips, or other suitable 
fluorescem preparations Medicaments ordered for 
individual patients should be marked with tlie pa 
bent’s name and kept separate from the eye frai 
medicaments 

All eye solutions must be handled with care to 
prevent their contamination Fluorescem solution is 
especially subject to contamination All medica 
ments on the eye tray should be dated Ordinan \, 
any medicament not used within one month shou 
be discarded The nurse will soon learn the amoun 
of each medicament normally used m a monti 
time and can gauge the amount to place on t)ic e. 
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tray to avoid waste The dating of medicaments 
does not assure sterility Witli improper handlmg a 
medicament may be contaminated ivith the first use 
The dating provides for a systematic renewal and 
replacement of medicaments 
With proper medical direction the nurse can pai- 
acipate effectively m the industrial eye program, 
lelping materially to achieve the objectives set 
Forth for it above 

Additionally, to participate with maximal effec- 
iveness m the industrial eye program, the nurse 
must know the eye hazards associated with tlie 
plant’s various operahons She can best obtam this 
information by mspectmg the plant and consulting 
the plant physician and safety director 

Treatment of Eye Injuries 

General Considerations—The eye may sustain 
one or a combination of injuries from agents acting 
separately or together Among the injuries are flash 
injuries, thermal and chemical burns, abrasions, 
lacerations, contusions, and perforations Among 
the agents are radiant eneigy, hot liquids and solids, 
acids, alkalis, and countless objects of all sizes, 
shapes and degrees of shai-pness, hittmg the eye 
from vanous angles and at vanous speeds Some 
small objects may be imbedded in the eye’s cover¬ 
ing or penetrate into its mtenor, becommg so- 
called foreign bodies ” 

The nurse must use aseptic techniques m treating 
the eye She should maintain a separate trav with 
eve medicaments and supplies listed in her stand¬ 
ard procedures” in the quantities shown by exqieri- 
cnce to be desirable 

In each eye case the nurse should appropriately 
record such data as the cause of the accident giving 
rise to the injury', the extent of the injury, and the 
port or parts of the eye involved She should de- 
termme and record the visual acuity in each eye 
upon termmabon of the treatment of the case 
Proper records indicate the progress of recovery and 
help insure the fair settlement of any claim filed m 
the case under workmen’s compensation laws 
The nurse should undertake, in keeping with hei 
standard procedures, only such treatment of the 
c\e as IS within the limits of her professional ability 
and accepted nursing practice If in doubt, she 
should consult the physician 
Tile nurse should seek tactfully to reassure the 
uorker who has sustained an eye mjury, reframing, 
however, from \'entunng a prognosis, which only 
the phi’sician should give 

There are certain general considerations which 
s lould govern the nurse in the treatment of the eye 
sotonic sodium chloride solution. Ringer’s solution, 
ur sterilized water is recommended for eye irnga- 
■011 Prompt imgation of an eve injured vath a 
ciemical is vitally important Flushing of die eve 
s lould be performed immediateb' at die scene of 
'u injurs’ w itb tap water or uncontammated xvater 


from any source available Ice should not be apphed 
direcdy to the eye, because it might mjure the 
cornea Cold compresses should be applied when 
indicated Heat is seldom, if ever, mdicated m 
emergency treatment 

When an employee xvith an eye mjury or disease 
IS to be sent back to work immediately after treat¬ 
ment, the eye should be covered with a dressmg oi 
protective eye wear Thought should be given as to 
whether, with his impaired vision, the employee 
can resume work with safety to himself and others, 
recommendafaons should be given accordingly to 
the proper persons Any employee complammg that 
something is wrong with his eye, however mmor 
it seems, should be mstructed to return for further 
examination and care if the eye contmues to bother 
him 

General Procedures—The procedures set forth 
herein are designed for eye injuries Their applica¬ 
tion, however, generally should not await the deter- 
mmation as to whether or how extensively the eye 
has actually been injured This determination has 
to be made by a physician Eyes suspected of hav¬ 
ing sustained any injury are to be given the benefit 
of the doubt and treated as though they had ac¬ 
tually been injuied until a physician orders sus¬ 
pension of treatment 

When an employee reports an eye injury, the 
nurse should obtain a suflSciently detailed history 
of the injury to guide her m mstituhng treatment, 
postponing the takmg of a complete historj'’ until 
after emergency treatment, including that for pain 
or shock, has been started 

Before proceeding further with tieatment, the 
nurse should see that the worker is properly seated 
in an eye chair with light and magnifying loupe 
adjusted After washing her hands she should pro¬ 
ceed to examine systematically the injured eye and 
the area around the eye, i e, the forehead, the 
bridge of the nose, the cheek, the skin of the upper 
and lower lids, the upper and lower lid margins, the 
region of tlie puncta, and the conjunctiva of the 
lower hd and the mfenor cul-de-sac, the bulbar 
conjunctiva, and the cornea If she finds no lacera¬ 
tion, perforation, or foreign body, the nurse should 
evert the upper hd and inspect tlie conjimctiva of 
the upper lid and of the cul-de-sac 

Sterile fluorescein preparations are used to de¬ 
termine whether the cornea has been injured and 
whether there is a foreign body on the cornea 
Sterile fluorescem is placed in the eve and then the 
eye is irrigated with isotonic sodium chlonde solu¬ 
tion, Rmger’s solution, or sterilized watei Any m- 
jured area on the cornea will retain a yellomsh- 
green stain 

The nurse should be guided by her ‘standard pro¬ 
cedures,” performmg only those procedures and 
using onl)^ those medicaments listed therein 

Specific Procedures-Examination The nurse 
should examine the eve carefullv, inspecting the 
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edges of the lids for inflammation, displaced eye 
lashes and foreign material 

Removal of Foreign Bodies If there is a foreign 
body superficially located, she should attempt to 
remove it by irrigation If unable so to remove it, 
she may attempt to remove it with a small cotton 
applicator moistened with sterile isotonic sodium 
chloride solution, Rmger’s solution, or sterihzed 
water, moving tlie applicator away from the center 
of the cornea She must do this veiy^ gently If 
unable to remove the foreign body with the appli¬ 
cator, she should have the physician examine the 
employee She must not use an eye instrument 
Stammg the Eye She should stain the eye with 
fluorescein to determme whether the cornea has 
been injured When stain is retained, mdicatmg an 
injury to the cornea, a dressmg should be applied 
to tlie eye to keep the lids closed, and the employee 
should be seen by the physician 

Eye Perforation When the nurse sees an em¬ 
ployee who states diat something hit his eye oi 
that his vision was suddenly impaired, or that a 
sudden gush of tears occurred, but she finds no 
foreign body or abrasion, she should suspe^ a per¬ 
forating wound or an intraocular foreign body A 
change m the shape of the pupil, hemorrhage into 
the anterior chamber, conjunctival hemorihage, oi 
impairment of vision may indicate an mUaoculai 
foreign body or eye perforation No medicament 
should be put into an eye so injured Both eyes 
should be lightly bandaged to keep the lids closed, 
and the em^oyee should be seen by the physicjan 
Without delay It may be necessary to tieat the 
employee for shock or pam The nurse have 

the^ysician’s approval of necessary medication 
Abrasions Abrasions of the cornea can 
vealed by stammg the eye with fluorescein T1 e 

nurse should have every employee ='“"“8 
Staining seen by the physician or should at least 
coSt the physreran rn regard to every case show- 
mg corneal stammg 

Flash Injuries Flash mjmies of the eye ai 
caused by intense radiant energy, as m weldmg, and 
become very painful seveial houis after exposure 
me nurse shLd apply two or *re<r *ops 
topical anesthetic for relief of pam and then consul 

*ThMmS™uins Thermal bums of the eye ^ 
ric mid alkalis detergents and solvents, m 

treated as burns of any „„tate the 

he seen by the physician 


Bums of the cornea and other serious injunes are 
sometimes caused by hot scale and sparks If the 
examination of an eye so mjured shows that there 
may be scale on the cornea, tivo or three drops of a 
topical anesthetic should be instilled and an attempt 
made to remove the scale by irrigation or with a 
moistened cotton applicator If the scale is not re 
moved easily or if a brown ring remains in the 
cornea, the employee should be seen by the physi 
cian 

Chemical Bums An eye burned with a chemical 
must be flushed immediately at the scene of the 
accident for at least five minutes to minimize the 
damage The lids should be held open during flush 
mg Uncontammated water from any source may 
be used 

Acid bums are usually instantaneous and not 
piogressive Alkaline bums are progressive and 
hence much more serious, requirmg more diligent 
treatment An employee with any kind of chemical 
burn of the eye should be referred promptly to the ■ 
physician Certain chemicals can cause reactions 
that are delayed as long as 24 hours 

Eye Irrigation When tlie employee who has sus 
tamed a bum of the eye and whose eye has been 
iirigated at the scene of the accident is brought to 
the dispensary or the employee health unit, two or 
three drops of a topical anesthetic should be m 
stilled into the eye to relieve pam and lid spasm 
The mjured eye should be irrigated continuously 
for at least 20 minutes by the clock Application ot 
the topical anesthetic may be repeated as required 
A small stream with low pressure is most satisfac 
tory for eye irrigation The level of the liquid m the 
leservrar should be approxmately 30 inches ng » 
than the eye The conjunctiva and e^hdsjJ 
be iriigated as well as the cornea The emplojec 
SoSd be instructed to roll his eyes doivn«i 
occasionally duiing the imgntion to insure its e« 

'"'SleT being litigated the 

with fluorescein « fCnuJrb®,' te 

dock XorSm IS again applied It the 
shfl shows staining, the employee 
S the physician Cold compresses ^e 
if to IS no demonstrable J* 

adnexa hut the eye is conges e a, much 

Tlie nurse should discove and ^ 
mformation of the following kinds s porfe 
any chemical kmovm or behoved to have^^_^^ 

or vapor, and ivlielher- 

was hot or cold 

Summary 

The occupational '-f’ ™7'rproV""“t^^^ 

role to play m the ®f cF ■» 

“She”™ Pt^c^'ate effectively m such 1-' 

14 C 
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ment She should recognize and observe the limits 
of her owTi professional abdity and of accepted 
nursing practice and consult the physieian when in 
doubt To enable her to function effectively and 
confidently withm these limits, she should have 
“standard procedures’ for eye cases developed for 
her by the plant physician and consultmg oph¬ 
thalmologist with her advice Treatment, supplies, 
and steps for inclusion m her “standard procedures’ 
liave been suggested in tins statement 

RETINAL DETACHMENT- 
RELATIONSHIP TO EMPLOYMENT 

Retinal detachment usually occurs wholly spon¬ 
taneously Some cases result from undue physical 
erertion or from trauma to the head or eye Indi- 
nduals with high degrees of myopia with chorio- 
rebnal or vitreous degeneration are more likely to 
suffer spontaneous retinal detachment If a retmal 


detachment is to be attributed to undue physical 
exertion or to trauma to the head or eye, it must 
hax'e occurred shortly after such significant physical 
exertion or trauma The susceptibility to retmal 
detachment of individuals xvith high myopia with 
chonoretmal or vitreous degeneration does not pre¬ 
clude their employment It does, however, requue 
tlieir careful placement, with medical supervision, 
to spare tliem urmecessary physical exertion and 
undue risk of trauma to the head This is m keep¬ 
ing with the practice advocated by occupational 
medicine of placing all xvorkers, mcluding the 
handicapped, m jobs that they can perform eflfi- 
ciently and with safety to themselves and others 

This statement has been prepared by the Committee on Industnil 
Ophthalmology of the Council on Occupational Health B Dixon 
Holland M D Secretary Council on Occupational Health 

The members of the committee are Edmund B Spaeth M D Chair¬ 
man Philadelphia FranUin M Foote M D Hartford Conn Ralph S 
McLaughlin M D Laconia N H Joseph F Novak M D Pittsburgh 
Ralph W Ryan M D Morgantown W Vn Benjamin J Wolpaw 
M D Cleveland and Ho« ard N Schulz Secretary Chicago 
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RESIDENCIES IN FORENSIC PATHOLOGY ENDOCRINOLOGY 


Tlie Council on Medical Education and Hospi¬ 
tals, in concurrence with the American Board of 
Patliolog)', IS now acceptmg applications for pro- 
^’lSIona] approval of residencies m forensic patliol- 
ogy Such approval can be given on the basis of 
ffata submitted by the mstitution requestmg ap¬ 
proval, with full approval to be considered on the 
basis of a later visit and review 
The minimum requirements foi approval of one 
5 ear of training in forensic pathology, m addition 
to the general requirements set out m tlie Essen¬ 
tials of Approved Residencies, are (1) Performance 
of 150 medicolegal autopsies annually, of winch 25 
or more are on bodies of persons known or suspect¬ 
ed to liave died by homicide, (2) Possession of Lab- 
oratoiy facilities for the usual medical problems of 
anatomic and clinical patholog)% and (3) Use of 
c osel) affiliated laboratory facilities and personnel 
or studies m photography, toxicology, general po- 
're science, bacteriology, immunology, etc, as ap- 
P 'cd directh in forensic patliology It is highlv 
csinble that the director of the training program 
e a legall} constituted medical examiner or the 
aquivilent The piogram should include formal 
nc ures, seminars, conferences, preceptorship-tvqie 
faming, and adequate library facilities Requests 
information forms should be addressed to tlie 
ouncil on Medical Educahon and Hospitals, 535 
Dearborn St, Chicago 10 


The Council on Scientific Assembly announces 
that the British Medical Association and the 
Council on Scientific Assembly will contmue the 
postgraduate educational Transatlantic medical 
conferences ongmated several years ago, with the 
presentation of a Transatlantic Conference on 
Endocrmology This mterestmg conference on 
a current subject of medical significance xnll take 
place betiveen Middlesborough, England, and 
Philadelphia, Pa , at 4 30 Greenwich Mean Time or 
11 30 Eastern Standard Time on Oct 8, 1960 The 
Philadelphia County Medical Society will act as 
host to the American Medical Association The 
American link will ongmate from the Lankenau 
Hospital in Philadelphia Teclinical arrangements 
were made through the courtesy of Smith, Klme & 
French Laboratories 

The presiding officei for the group of American 
doctors xvill be Dr Gilson Colby Engel of Phila¬ 
delphia Dr Colley is a member of the Council on 
Scientific Assembly of the American Medical Asso¬ 
ciation The panel of Amencan experts will mclude 
A E Rakoff, M D, Moderator, Edward Rose, M D 
William H Perloff, M D, and Alfred M Bonmo- 
x"mni, M D , all of Philadelphia 

Dr Ra>Tnond Greene of London will be the 
moderator for the Bntish panel of experts Drs 
Stuart Mason, Ciithbert Leslie Cope, and Charles 
Nathaniel Armstrong, also of London 

The latest information on endocnnology and the 
presentation of hvo mterestmg cases, which xvill 
test the skill of both groups, will be presented 
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government services 


PUBLIC HEALTH SERVICE 

Fluoroscopes for Shoe-Fitting-At least 33 states 
and the District of Columbia have either banned 
the use of fluoroscopes for shoe-fitting purposes or 
have adopted stiict regulations for such devices 
These actions aie the result of rapidly widening 
recognition by state goveinments that all unneces¬ 
sary radiation exposure should be avoided Fluoro¬ 
scopes aie a potent source of radiation which should 
be used onlj' w'hen necessary for medical purposes 
by qualified physicians, oi, in the case of industrial 
usage, under the supei vision of especially trained 
professional oi technical persons When used in 
shoe-fitting mathmes, the fluoroscope subjects the 
customers and, in particular, the shoe salesmen to 
radiation u’hich is unnecessary and potentially 
harmful 

The states that have banned shoe-fitting fluoio- 
scopes are Alaska, Arkansas, Connecticut, Dela¬ 
ware, Illinois, Indiana, Kansas, Louisiana, Maine, 
Massachusetts, Minnesota, Mississippi, Montana, 
Nevada, New Mexico, New York, Ohio, Oregon, 
Pennsylvania, South Dakota, Texas, Vermont, Vir¬ 
ginia, and Wisconsin A proposal is pending to ban 
the machines in Hawaii 

Governments that have placed shoe-fitting fluoro¬ 
scopes undei stiict regulations aie California, Dis¬ 
trict of Columbia, Florida, Georgia, Kentucky, 
Michigan, New Jeisey, South Caiohna, Tennessee, 
and West Virginia 

Personal —Dr Alan W Donaldson was appointed 
deputy chief of the Communicable Disease Centei 
at Atlanta, Ga , to leplace Dr C A Smith, who was 
promoted from deputy to chief on July 1 Dr 
William McDowell Hammon, Professor and Head 
of the Department of Epidemiology and Micro¬ 
biology of the Graduate School of Public Health, 
University of Pittsbuigh, since 1950, was appointed 
to the National Advisory Cancel Council He will 
serve a two-yeai term, beginning Oct 1,1960 


FOOD AND DRUG ADMINISTRATION 

Amphetamine—Because bootlegging of ampheta¬ 
mine drugs IS a menace to safety on the nations 
highways, the Food and Drug Administration (FDA) 
has since last fall made a concerted effort to curb 
illegal sales of the stimulant pills to tiuck drivers 
and motoiists As a result 85 criminal prosecutions 
have been completed, and 31 more aie pending in 
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federal district courts Of tlie terminated cases 46 
and of tliose still pending 12 were brought against 
individuals and establishments not authorized to 
dispense dangerous drugs, but catering especially 
to truck drivers These include truck stops and tlicir 
operators, grocery stores, and other peddlers Most 
of the other cases were brought against retail drug 
stores for selling these drugs either without a pre 
scnption or uuthout authorization from tlie plijsi 
cian for refilling the prescription Tliree of the 
terminated cases involved licensed physicians vho 
dispensed the drugs witliout hawng establislied a 
bona fide doctor-patient relationship 
The FDA urges legislation which would (1) make 
the unautliorized manufacture of, dealing in, or 
possession of the diugs an offense under the federal 
law, regardless of whether the drugs are from inter 
state or intrastate sources, (2) lequiie all manufac 
turers, compoundeis, and processors of these drags 
to be listed with the Food and Drug Administration, 
and (3) requne all those who are engaged m making, 
processing, or dealing m such drugs to keep rec 
ords of their production and dealings in them ami 
to make these records available to FDA inspectors 


BUREAU OF STANDARDS 


New Publication —The handbook “Protection 
Against Radiations from Sealed Gamma Sources’ 
(National Bureau of Standards Handbook 73, 70 
pages, 30 cents) may be ordered fi om the Super 
intendent of Documents, U S Govemment Printing 
OfiBce, Washmgton 25, D C One of the primary 
consideiations leadmg to its preparation as a re 
vision of Handbook 54 was the modification of flic 
recommendations of the maximum permissible 
radiation exposure to man In addition, greater 
distmction has been made between mandator) 
lecommendations and tliose which are advisor) 
only Although the objechve is to provide authon 
tative mfoimation lather than material to he used 
for legislative purposes, several states and local 
autlionties have based their protection codes on 


lese recommendahons 

The present handbook deals with protection 
gainst sealed gamma-ray sources and is 

ete gamma-emitting sources that are not tec ini 
illy “sealed” but that may be treated in the sam 
aimer The former include radium, radon seeds, 
ibalt-60, and cesium-137, the 
.balt-60 alloys, indium-192, and 
,d seeds The general principles outlined . ‘ F 

icable to all sources of these t)iies 
■inciples and the attenuation data of tl 
lok are applicable to medical uses 
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DEATHS 


Anderson, Victor Vance ® Staatsburg, N Y , born 
in Barbourville, Ky, Dec 26, 1879, Hospital College 
of Medicine, Louisville, Ky, 1903, fellow of tbe 
American Psychiatric Association, member of the 
Amencan Psychopathological Association, one of 
the founders of the Amencan Orthopsychiatric 
Association and served as its first president, charter 
member of the American Academy of Child Psy¬ 
chiatry, member of the New York Academy of 
Sciences, the New York Society for Clinical Psy¬ 
chiatry and otliers, practiced m Lynchburg, Va, 
from 1904 to 1911, associated m 1912-1913 at tlie 
Psychopathic Hospital m Boston, there he was 
psychiatrist and medical director of the Municipal 
Court from 1913 to 1918, scientific advisor for the 
New York State Pnson Commission, 1918-1919, 
directing surveys which lead to much needed prison 
reforms, associate medical director of the National 
Committee for Afental Hygiene from 1919 to 1924, 
for si\ years director of medical research and psy¬ 
chiatrist for the R H Macy & Company m New 
York City, in his association witli the National Com¬ 
mittee for Mental Hygiene, helped to estabhsli tlie 
first child guidance clinics m the country, directed 
and wrote official reports of mental delinquency 
sun'eys by the states of Georgia, West Virginia and 
Wisconsin and mental hygiene surveys of Maryland, 
South Carolina, Kentucky, Missouri, and the city 
of Cincinnati, made a study of jails m New York 
State and crimmal and delinquency problems in 
St Louis, founder and director of the Anderson 
School, in 1935 the Union College of Barbourville, 
Ky, awarded him a doctor of laws degree, author 
of Psychiatry m Industry, ’ translated into several 
foreign languages, including Chinese, and “Psy¬ 
chiatry in Education’, died July 26, aged 81, of 
metastases from adenocarcinoma of the prostate 

Atkin, Edward Henry, Hoismgton, Kan , Louisville 
and Hospital Medical College, Louisville, Ky, 
IpM, at one time mayor, fellow of tlie International 
College of Surgeons, veteran of World War I, as¬ 
sociated with St Rose Hospital m Great Bend and 
! Hoismgton Lutlieran Hospital, died m the Wes- 
0) Hospital, Wichita, June 2-3, aged 74, of cancer 

Hoy, Damgerfield, Texas, University 
0 Arkansas School of Medicine, Little Rock, 1925, 
past president of the Moms County Medical Soci- 
0', a trustee in the Damgerfield School System, 

‘^''^djul)22.aged64 

William, Minneapolis, Umversity of 
* c raska College of Medicine, Omaha, 1930, 
Specialist cerbfied by the Amencan Board of 

® ^'^aicales Memlttr of the American Medical Association 


Anesthesiology, for many years clinical associate 
professor of anesthesiology at the University of 
Minnesota Medical School, member of the Ameri¬ 
can Society of Anesthesiologists, past-president of 
the Minneapolis Academy of Medicine and of 
Minnesota Society of Anesthesiology, director of 
anesthesiology at the Abbott Hospital, where he 
died July 21, aged 55, of nephritis 

Barnett, Jackson Herman ® Crawfordville, Fla, 
Chattanooga (Tenn) Medical College, 1900, veteran 
of the Spanish-Amencan War and World War I, 
died in the Veterans Administration Hospital, Lake 
City, July 4, aged 81, of chronic and acute bron¬ 
chopneumonia 

Berkley, Auburt Linnaeus, Sedro Woolley, Wash , 
Rush Medical College, Chicago, 1895, served as 
division surgeon for Southern Pacific Railway at 
Portland, Ore , died in Mount Vernon June 29, aged 
89, of arteriosclerosis 

Berman, Sidney, Detroit, Wayne University College 
of Medicine, Detroit, 1938, interned at the Eloise 
(Mich) Hospital, served a residency at the Cedars 
of Lebanon Hospital m Los Angeles, died April 20, 
aged 48, of coronary thrombosis 

Bednarkiewicz, Ignatius Aloysius, Schenectady, 
N Y, Jefferson Medical College of Philadelphia, 
1909, veteran of World Wars I and II, associated 
with the Ellis Hospital, formerly practiced m Erie, 
Pa, died in tlie Veterans Memorial Hospital in 
Albany July 22, aged 76, of cancer of the throat 

Black, Guy Harold, Empona, Kan , Kansas Citv 
(Mo) Medical College, 1900, died in the Neivman 
Memorial County Hospital July 2, aged 82, of in¬ 
anition and aplastic anemia 

Bloomhardt, Samuel Isett ® Scottsdale, Anz , Uni¬ 
versity of Pennsylvania School of Medicine, Phila¬ 
delphia, 1916, past-president of the Anzona Medical 
Association, veteran of World War I, died July 4, 
aged 69, of caremoma of the stomach 

Cameron, Turner Christian, Faunsdale, Ala, Uni¬ 
versity of Alabama School of Medicine, Mobile, 
1907, died m Bryan W Whitfield Memorial Hos¬ 
pital, Demopohs, July 15, aged 74, of bleeding pep¬ 
tic ulcer and cardiac decompensation 

Chevigny, Julius James ® Gary, Ind , Northwestern 
Unnersity Medical School, Chicago, 1927, specialist 
certified by the American Board of Otolaryngology, 
member of the Amencan Academy of Ophthalmol- 
og> and Otolaiyngology and the Aero Medical 
Associataon, ophtlialmologist on the senior staff. 
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St Maiy Mercy Hospital, where he died July 19, 
aged 57, of acute coronary occlusion 

Doherty, Francis Joseph, Boston, Harvard Medical 
School, Boston, 1912, for many years city school 
physician, associated with St Elizabeth’s Hospital, 
where he died June 21, aged 83, of arteiiosclerotic 
heart disease 

Faulkner, Morton, Mount Steihng, Ky, Kentucky 
School of Medicine, Louisville, 1904, served as a 
member of the county board of education, as county 
health officei and pension examiner, formerly a 
membei of the Fiscal Court of Montgomery County, 
associated with the Mary Chiles Hospital, died July 
15, aged 81, of cerebrovascular accident 

Gilkison, John Steward, Shoals, Ind , Hospital Col¬ 
lege of Medicine, Louisville, Ky, 1905, foi three 
terms county health officer, member of the school 
board for two terms and coronei for one term, died 
July 18, aged 83, of arteriosclerosis and coronary 
occlusion 

Haber, Fred S , Yonkeis, N Y, Friedrich-Wilhelms 
Universitat Medizimsche Fakultat, Beilm, Prussia, 
Germany, 1923, associated with Yonkers Profes¬ 
sional Hospital and St John’s Riverside Hospital, 
where he died July 8, aged 63, of tluorabosis of 
basilai artery due to hypertensive and arterio- 
scleiotic vascular disease 

Ralston, William James, Lorain, Ohio, Jefferson 
Medical College of Philadelphia, 1902, died in 
Latrobe, Pa, July 18, aged 84, of coronary oc¬ 
clusion 

Ramlow, Leonard William ® Milwaukee, Washing¬ 
ton University School of Medicine, St Louis, 1930, 
interned at the Montreal General Hospital in 
Montreal, Que, Canada, served a residency at the 
Milwaukee County General Hospital in Wauwatosa, 
Wis , veteran of World War II, for many years 
clinical in medicine at Marquette University School 
of Medicine, for many years physician for the pub¬ 
lic schools in Wauwatosa, associated with tire Mil¬ 
waukee Hospital, where he died July 21, aged 54, 
of acute myocardial infarction 

Rawles, Lyman Talmage, Fort Wayne, Ind, Fort 
Wayne College of Medicine, 1905, fellow of the 
American College of Surgeons, on the staff of St 
Joseph’s Hospital, past-president of the Noithern 
Tri-State Medical Association and the Allen County 
Medical Society, died in South Whitley July 18, 
aged 82, of pulmonary infarction 

Spellman, Martin Thomas ® Cedar Rapids, Iowa, 
Chicago College of Medicme and Surgery, 1916, 
died m Oshkosh, Wis, April 2, aged 69, of uremia 

Stegall, Oscar Bert, Memphis, Tenn, University of 
Tennessee College of Medicine, Memphis, 1938, 
served on the faculty of his alma mater, fellow or 
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College of Surgeons, associated inth 
Metliodist Hospital, Baptist Memorial Hospital, 
John Gaston Hospital, where he served a residency 
and St Joseph’s Hospital, where he sen-ed an 
internship, died July 25, aged 46 

Summers, Harmon Lewis, Marion, Ill, St Louis 
College of Physicians and Surgeons, 1912, on the 
staff of the Manon Memorial Hospital, died in the 
Anna (Ill) State Hospital July 27, aged 78, of gen 
eralized arteriosclerosis and pneumonia 

Taylor, John Lester ® Franklm, Ga , Atlanta School 
of Medicme, 1909, on the staffs of the City-County 
Hospital in La Grange and the Heard Coiinti' Me 
morial Hospital m Franklin, died m La Grange 
July 18, aged 79, of coronary thrombosis 

Turns, Benno Beinisz ® Newark, N J , Medizimsche 
Fakultat der Universitat, Vienna, Austria, 1920, 
specialist certified by the American Board of Ob 
stetrics and Gynecology, fellow of the International 
College of Surgeons, associated with the Beth 
Israel Hospital and the American Legion Tri 
County Memorial Hospital, died m St Marj-’s 
Hospital in Orange July 23, aged 70, of uremia and 
diabetes 

Van Wormer, William Walter, Chicago, St Loins 
Umversity School of Medicine, 1903, veteran of 
World Wai I, practiced m Girard, Ill, and Spring 
field, Ill, died m St John’s Hospital in Springfield, 
Ill, July 12, aged S2, of geneiahzed arteriosclerosis 

Wise, SDH, Washington, D C , Kentucky School 
of Medicine, Louisville, 1897, formerly practiced 
in Parkersburg, W Va , died July 21, aged 92, of 
memia 

Williamson, Lyman Clare, Fort Lauderdale, Fla, 
Medical Department of Grant Umveisity, Chalta 
nooga, Tenn, 1906, foi many years practiced in 
Chattanooga, Tenn , died July 17, aged 80, of 
pseudo-bulbai palsy and cerebral arteriosclerosis 

Wincor, Henry G , ® New York City, Long Island 
College Hospital, Brooklyn, 1909, specialist certifiei 
by the American Board of Ophthalmology, member 
of the Ameiican Academy of Ophtlialmologi and 
Otolaryngology and the Association for Research m 
Ophthalmology, fellow of the Amencan College ot 
Surgeons, associated witli the Fordham and ] 3 rom 
hospitals and the Hebrew Home and Hospital to 
Chronic Sick, died July 17, aged 74, of coronar) 
thrombosis 
Zimmermann. Daniel 

Umversily of Tennessee College of • 

Memphis, 1931, member of 

cal Congress and the American Aeadenny of G« . 
Fracbce, fellow of the «l 

Surgeons, veteran of World Wax II, firs 
staff of Mornsto\vn-Hamblen Hospital, die J 
20, aged 52, of coronary thrombosis 
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CANADA 

Cancer Control-In a previous suivey in 1950, 
McKinnon concluded, from recorded age- and 
se\ specific death rates from all forms of cancer 
combined, that there might have been some reduc¬ 
tions m mortality' from cancer of more than one 
site or a larger reduction from cancer of some one 
site He added, however, that smce the recorded 
declines failed to show anv coirelation with control 
programs, there was no assurance that the programs 
had brought about those dechnes or had otherwise 
matenally reduced cancer mortality 
The recorded evpenence of an additional ten 
years has now been reported {Canad M A ] 
82 1308, 1960) Contmued increase m mortahty 
charged to respiratory cancer complicated the dififi- 
culties of analysis Previously indefinite declines in 
recorded cancer mortality in women became more 
definite and previously definite declmes mcreased 
in extent, but the declmes still did not correspond 
to the programs There was some evidence to sug¬ 
gest that if the programs had been efPectual in 
causing the consequent reductions m cancer mor¬ 
tality, their correlabon with the programs would 
haieheen obvious m the records Recent demon¬ 
stration of cancer cells m blood and marrow has 
suggested tliat the basis for all control programs is 
invalid Tliere has also been a lack of correlation 
lietween duration and stage Thus, the additional 
eypenence of another decade did not appear to 
warrant any material modification of the previous 
tentative conclusion 

Coronap' Atherosclerosis in Rats Exposed to Cold 
—In 1957, Sellers and You reported the occurrence 
of lipoidosis of the coronary arteries of rats xvliich 
had been exposed to a temperature of 1° to 4° C 
(33 8° to 39 2° F ) for 9 to 15 months Some of the 
lesions were subintimal, some mvolved the media 
onl\, and in other vessels both sites were affected 
ontrol rats fed the same standard laboratory ra- 
le” 0 °" ^ temperature of 22° to 

- C (716° to 788° F ) failed to develop similai 
csions With tins ration and xxntli the same strain of 
rats, coronary' lesions were rare even after much 
onger periods Tlie authors suggested that exposure 
0 a cold emironment, by produemg a sustamed 
tissue metabolism, might be 
' cned to an accelerated process of agmg 
n x’lew of the relationship of dietary fat and 
1 C ari' cholesterol to the production of experimen- 
‘1 Mherosclerosis, Sellers and Baker (Cfliifld M A J 

•tt Ihf these letters nre contnbuted 1»\ rctntHr correspondent* 

'anotis fnreicn countries 


83 6, 1960) decided that experiments should be 
performed m which animals exposed to cold were 
fed diets supplemented xnth fat and cholesterol 
Because agmg has been suggested as a causal fac¬ 
tor in the production of the atlierosclerosis-like 
lesions, supplemented diets were fed durmg the 
entire period of exposure and to other groups of 
the same age only for the terminal period of ex¬ 
posure 

It was found that rats fed on commercial labora¬ 
tory' rations developed a mild degree of coronary' 
lipoidosis after long periods The mcidence was 
incieased, and the ty'pe of lesion was modified bv 
exposure to cold In the animals exposed to cold, 
liy'alme material contammg blood elements and 
Iipid occurred submtimally in amounts which some¬ 
times occluded the lumen A liigli-fat diet contain¬ 
ing 2 per cent cholesterol fed to old rats, especially' 
those that had hved in a cold environment, pro¬ 
duced severe atlierosclerotic lesions within six 
weeks The same diet fed to rats for 76 weeks con- 
tmuously produced fewer lesions, which suggested 
the possibility of adaptation to the new diet The 
pathogenesis of some of the more severe coronarv' 
lesions was explained by the presence of small dis¬ 
secting aneury'sms, some mvolving plasma only and 
some, whole blood 

Standardization of Pollen Extracts —The use of 
four methods of assaymg pollen extracts in Canada 
has led to great confusion and, m many cases, 
poor results m the treatment of pollen allergy' A 
similar situation exists m the United States where 
the confusion is compounded by' the larger number 
of manufactm-ers of pollen extracts The four 
methods of expressmg potency of extracts are bv 
Noon pollen units, weight by volume dilution, total 
nitrogen imits, and protein-nitrogen units Freedman 
{Canad A/ A / 83 72, 1960) standardized six rag¬ 
weed e\-tracts accordmg to the four methods and 
compared them m terms of biological activity 
Standardization in protem nitrogen units was found 
to be the most reliable method of estimating tlieir 
biological activity The author suggested that adop¬ 
tion of protem-nitrogen standardization by all pro¬ 
ducers of pollen extracts would lead to more 
satisfactory' and consistent results m the m)ection 
treatment of pollen allergies 

Index of Inteshnal Absorption —A simplified meth¬ 
od of blood xx'lose determination x\ as desenbed bv 
Roberts and Beck (Canad M A / 83 112, 1960) 
Tlie autliors studied the clmical value of the d(-f-)- 
xx'lose blood-level time-curve The method is only 
shghtlv more time-consuming than the standard 


IM 



544 


FOREIGN LETTERS 


blood-glucose oxidase determination It consists 
1 st of leinoving the glucose by means of glucose 
OMdase and then deteiminmg the reducmg powei 
o the glucose-free blood plasma The difference in 
leducmg power before and aftei mgestion of xylose 
IS taken as a measure of the blood plasma xylose 
content Plasma xjdose levels were recorded in 20 
patients foi Uvo houis, after the mgestion of 25 Gm 
of d(-{-)-\ylose Normal values weie established and 
found to be identical with those reported by previ¬ 
ous autliois Patients with idiopathic sprue, mtesti- 
nal hpodystiophy, and sclerodemia had a decreased 
rate of absorption, while those with pancreatic in¬ 
sufficiency and extensive small mtestmal resection 
and a few with miscellaneous gastiomtestinal dis¬ 
eases had normal oi even elevated values 

Hepatitis Caused by a Sulfonamide —Sulfa teitiary- 
butjd thiadia^ole (RP2259) is a hypoglycemic 
drug Davis and co-workers {Camel M A J 
83 102, 1960) reported that of 31 patients to whom 
it was given, 17 developed evidence of hepatic 
dysfunction after an average of 26 days of therapy 
Six had elevated serum bilirubin levels ranging 
from 14 to 13 2 mg pei cent In these patients 
serum alkaline phosphatase activity ranged from 17 
to 53 King-Aimstiong units, urinary urobihnogen 
from 1 5 to 28 Elirhch units in two hours, and the 
percentage of eosmophils m the blood up to 35 
Liver biopsies were perfoimed m five of these six 
patients These revealed parenchymal cell degenera¬ 
tion and areas of focal necrosis in five, perichol- 
angiohtis in fom, and variable accumulations of an 
unidentified brown pigment 

Eleven other patients had evidence of hepatic 
dysfimction, but without mcreased serum bilirubin 
levels Abnormal letention of sulfobromophthalem 
ranged up to 34 per cent m 45 inmutes, with in¬ 
creased urinary urobihnogen excretion m three pa¬ 
tients and increased serum alkaline phosphatase 
activity m one There was some evidence to suggest 
that the changes obseived were a manifestation of 
hypersensitivity to the drug It was concluded that 
RP2259 is too toxic for general use 


ECUADOR 

Brazilian Trypanosomiasis —Di Santiago Galindo 
(Gac med 1 12 [Jan -Feb ] 1960) studied the inci¬ 
dence of Brazilian trypanosomiasis m the Guaya 
province from 1927 to 1958 This area is highly 
humid, rises at the most 150 meters above the sea 
level, has temperatures langing between 23° and 
27° C (73 4° and 80 6° F), and represents 18 pei 
cent of the population and 7 85 per cent of the 

surface of the whole countiy 
The only trypanosome vector is Tiiatoma avma- 

to a survey of these insects taken between 1956 
and 1958, it was found that 58 8 per cent of tne 


JAMA, Oct 1, 1900 

insects were infected, compared with the results of 
similar surveys in 1927 which showed only 5 88 ner 
cent Dunng the surveyed years, cases (49) readied 
f 1 ^^^ Complement fixation tests made 

from 1950 tlirough 1958 gave 22 to 75 per cent m 
suspected cases, 3 7 per cent among 188 children 
of school age, and 8 pei cent among 309 blood 
clonors The risk of disseminating the disease 
through blood transfusion is, theiefore, great 


FRANCE 

Diug for Muscular Atrophy and Fatigue-R Coir 
ault and co-woikers {Presse med [June 11 and 18] 
1960) used uridin-5-triphosphoric acid (UTP) to 
treat three groups of patients (1) those with neuro 
genic muscular atiophy, (2) those with progressive 
musculai atrophy and myasthenia, and (3) those 
with fatigue eithei subsequent to general metabolic 
disorders or associated with insomnia and anxiety 
The drug was administered orally m a dosage vanc, 
mg fiom 1 to 80 mg daily for periods of a few 
weeks to 13 months 

Group 1 In five patients with polyneuritis and 
polyradiculoneuntis tire administration of small 
doses (1 to 5 mg daily) of the drug shortened the 
lecover}'^ period after an initial mild aggravation 
of functional disturbances Seven patients xvith old 
sequelae of poliomyelitis, which for foui to eight 
weeks had resisted all forms of treatment, im 
proved with UTP Although some definitive lesions 
did not permit recovery, certain muscular deficien 
cies winch were believed to be permanent bene 
fited fiom the theiapy 

Gioup 2 In patients with flaccid myelopathy 
favorable results were obseived, although m those 
with spasmodic elements the contracture became 
more marked under the eflfect of UTP In the group 
of patients xxnth progressive muscular dystrophy 
the authors treated six patients with myopathv, 
SIX with dystrophia myotomca, and one with myo 
tonia congenita The patients with myopathv txpe 
rienced visible improvement after 9 to 12 weds oi 
treatment The authors heheve that UTP is the only 
effective tlierapy for dystrophia myotomca In treat 
mg mvasthema m one patient, a daily dose of 1 K 
of UTP was combmed with neostigmine and pyn 
dostigmmbromide From the third dav on a dra 

matic improvement was observed 

Group 3 The effect of different doses of UT 
xvas tested m relation to the standar e o 
athletes A dosage of 3 mg dhily given for 

days improved physical performance, deCTcase^ 
fatigability, and acceleiated recovery^ of ^ 
sheigth A single dose of 10 rag 
atliletic performance but aggravated the p 
re 'lnsoon .rad delayed the recov^ ^ “ 

lar strength A study was made on tuo P 

30 young subjects who j The first 

cal exercises for several davs and nights 
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group received 1 mg of UTP daily for ten days, 
and die second group received no treatment Of the 
subjects in the first group 12 per cent and of those 
in the second group 23 per cent experienced great 
fatigue after the exercise 


INDIA 

Hepatitis in Blood Donors—Sabnis and Kulkarni 
{Indian } M Sc 14 518 Qune] 1960) stated that 
It has been believed that routine screenmg of blood 
donors by using certain hepatic function tests 
miglit help in detecting earners of the hepatitis 
virus They therefore screened 1,000 blood donors 
to determine the incidence of abnormal hepatic 
function tests The thymol turbidity, icteric index, 
and tnchloroacebc acid tests xvere used Five 
donors gave abnormal readmgs The tnchloroacetic 
acid test and icteric mdex were abnormal in all 
five, and the tlijanol turbidity was abnormal m three 
of them The authors believed that routme per¬ 
formance of these tests on blood donors would help 
in eliminating the possibly dangerous donors 


NORWAY 

Poliomyelihs —Although it is too early to diaw anv 
definite conclusions about the effects of vaccination 
against poliomyelitis, it is clear that the incidence 
of the disease has decreased markedly since vac¬ 
cination was started in 1956 The average frequenev 
from 1956 to 1959 was 13 cases per 100,000 inhabi¬ 
tants, as compared with 90 from 1948 to 1951 and 
63 from 1952 to 1955 On the other hand, the pres¬ 
ent low ratio was also experienced from 1920 to 
1923, so the favorable situation now may be a 
natural temporary ebb of the disease which might 
h ii'e occurred even without vaccination In Norway 
about 87 per cent of the population under 20 years 
of ige and 55 per cent of those from 20 to 40 years 
of age are vaccinated Only the American Salk 
vaccine has been used 


PORTUGAL 

Cycloserine for Tuberculosis —David and Alemquei 
{j Med 42 389, 1960) studied the action of 
cicloserine on pulmonaiy' tuberculosis Before they 
started treatment, in a large group of patients with 
Mvanced tuberculosis, they found tubercle bacilli 
t 'at w ere sensitive to cycloserme in 65 7 per cent 
and resistant organisms in 14 3 per cent Several 
"eeks after treatment was started, there was a 
"larked decrease m tlie bacterial content of the 
sputum on direct smears and cultures 
The most fai’orable clinical and bacteriological 
results were found m the patients xvhose sputum 
eontamed cvclosenne sensitive organisms, but 


good results were also obtamed in some of the 
patients with cyclosenne-resistant organisms Some 
of the patients who before treatment had bacilli 
sensitive to cycloserme were found after treatment 
to have only resistant organisms to the drug There 
was no definite relation between sensitivity of the 
organisms to cyclosenne and the results of treat¬ 
ment 


UNITED JCINGDOM 

Medical Research Council Report —The annual re¬ 
port of the Medical Research Council for the year 
endmg Sept 30, 1959, makes some important rec¬ 
ommendations for future policy The council has 
reviewed the present arrangements for sponsonng 
research in tropical medicme in the light of the 
rapidly changing political situations of colonial 
and commonwealth countries The value of re¬ 
search m tins field, not only to the country con¬ 
cerned but also to the United Kingdom, and the 
importance of tlie insurance of adequate recruit¬ 
ment of medical personnel are stressed A new 
Tropical Medicme Research Board should be set up 
not only to take responsibility for conducting re¬ 
search but also to implement recommendations set 
out m the report for safe-guarding persons who 
may wish to take up this work 

Occupation and Coronary Disease —The M R C 
Social Medicine Research Unit has been a pioneer 
m epidemiological studies of coronarj' heart dis¬ 
ease Clmical, electrocardiographic, and postmor¬ 
tem studies have established a higher incidence of 
severe coronary disease among subjects with light 
or sedentary occupations Nevertheless, there are 
still unexplamed differences in frequency within 
the various grades of ‘light’ work Foi instance, 
general practitioners are more prone to serious 
coronary disease than otlier physicians are, tliere 
is a high mortality among radio and telegraph op¬ 
erators, and tlie incidence among leading govern¬ 
ment officials IS low The latter observation is 
perhaps a further blow to die importance once at¬ 
tached to nervous factors 

At any rate, die relationship to occupation has 
led to 1 re-evaluation of the effect of exercise on 
blood flow and clotting Regular exercise probably 
enlarges the anastomoses between the txvo coronary 
artenes and tends to lower blood hpid lex'els, to 
slow down clotting, and to increase fibrmolysis 
Blood hpid lex'els tended on die whole to be higher 
among bus drivers than among conductors The 
mcreased incidence of coronary' disease may reflect 
the mcreisinglv sedentarv' nature of work, transpor¬ 
tation, and leisure, as the working dav becomes 
shorter, die uses to vv Inch leisure is put assume add¬ 
ed importance 
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IMPROVED SPECIMEN COLLECTING BOWL THE STUDY OF MEDICINE IN THE FUTURE 



To the EdUoi Collecting specimens of mine or 
feces in the aveiage physician’s office or m a pa¬ 
tient’s home is usually a vexatious problem Espe¬ 
cially IS tins tiue foi v'omen and children 

To provide a convenient, sanitary and simple 
means, a plastic bowl with a \wre support was 
devised which can be placed in an oidinaiy sani- 
taiy flush basin The ware lack supports the bowl 
on the porcelain edge of the flush bowl so that 
the seat fits dowm m the usual position The patient 
uses the flush basin m the customar>^ manner wath 
the plastic bowd m place, permitting the speci¬ 
men to fall into the container wathout any special 

attention on the part of the 
patient (fig 1 and 2) The 
w’u-e handle permits empty¬ 
ing the contents with min¬ 
imum contact The bowd 
has two lips to peimit 
giaspmg the bowd w'lthout 
the wme lack In a busy 
office several bowds could 
be on hand, allowang speci¬ 
mens to 1 email! until it is 
convenient to examine 
them The specimen bowl 
is deep enough to prevent 
splashing and laige enough 
to hold the entiie contents 
of the bladder oi lectum 
Made of white plastic 
the bowds are light, non- 
corrosive, pom and handle 
easily, and can be washed 
and sterilized with little 
effort The lack is rubber 
coated to pi event marring 
the porcelain Besides be¬ 
ing convenient in a physi¬ 
cian’s office, tliese bowds 
seive a useful purpose m a 
patient’s home where 24- 
hour specimens are le- 
- quired oi m cases where 

adventitious material is being sought 

Maurice H Herzmark, M D 

1612 Rhode Island Ave, N 
Washington 6, D C. 


^_ —Specimen 
bowl mounted on flush 
basin 



p,g 2 —Seat in place 
with bowl ready to col¬ 
lect specimens 


To the Edttoi —I am deeply concerned about mcdi 
cal education’s consuming so many years before tlie 
physician begins to deliver some dividends on tlie 
investment made in him I read Dr Visscher’s essay 
in The Journal, July 30, page 1425, w’ltli hopeful 
interest I like his careful distmction behveen grad 
uate and postgraduate study The confusion be 
tw'een science and art is a common failing (Newell, 

R R Stanford M Bull 8 181-183 [Nov ] 1950) He 
quotes John Russell “Medicine is an art, a science 
and a busmess ” I would like to expand tins and 
say that the practice of medicine is an art It has a 
scientific foundation It is quite usually a wav of 
eammg a living and sometimes a wav of life 
It would be wholesome if we could get overt 
acceptance of the fact, which Visschei sees clearly, 
that medical colleges are parallel to schools of 
engmeenng rather than faculties of 'science I 
usually get scolded, howevei, if I insist that medical 
school is a trade school Painting the picture in the 
loveliest colors that I can~piesentmg the practice 
of medicme as 'a way of life-the attention is still 

on what the physician does 

Scholarship is ideally a way of life too, but here 
the attention is on what the scholar thinks and sajs 
and w'ntes I do not wish to see United States me i 
cal schools change toward the ch^acter of grad^ 
scholarship implied m Visschei s essay 
have tliem seek to increase the efficient J 
w'hich they teach and tram the pupils to become 
;racttioneL of medicme I w'ould like to som 
large-scale mvestigation mto teachmg-to F N 
a little scientific foundation under 

Lly I have reached a tentative eonclusion bat 

the necessary scientific foundation for me ica 
tice IS better acquired while the eyes an * 
Sdly engaged a ffled.cal pract.ce-as onlooK 

assistant, and above all as ^ 

A cumculum guided by such belief jou 

prentice the boys and girls of ‘medical 

college does ^oblem. loo Tkc 

the teachers and a buog ^ f present 

apparent economy and easy „ » 

mg a predetermine y ,\o 

Students by means of a lecw 

longer could the to know” Tim su 

taught and tlus it is not be easib 

ence put mto the young J.d go .n 

predicted or recip.enfs mmd and 

would be adapted o ^ j m the professor! 

be a "foreign protein adapteo 

mind 
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I am convinced that scholarship will emerge It 
IS a spontaneous gro\\i:h dependent on inborn con¬ 
stitution and a favorable envu-onment I do not 
think that a cumcular compulsion to do a piece of 
research and vTite a thesis synthesizes scholars 
I am not sure that it is an essential ingredient of 
the favorable environment I think it hkelv that 
scholars have to be self-nommated 

Visscher also quotes Russell concernmg tlie dis- 
turbmg influence of money, too much and too 
little The suggestion is tliat practitioners (and 
engmeers) get too much and scientists too little— 
that IS, m the United States The experimental econ¬ 
omy in U S S R IS paying them too much It is 
a touchy subject 

Next to money, I suppose, is the poxver of xvords 
The word doctor” ongmally meant a learned man 
Now tlie most frequent meanmg is “physician’ I 
doubt if this can be changed It would be xvise for 
physicians to relmquish the advertismg placard 
that each one carries m his title, but the forces that 
induced Bnhsh surgeons to withdraxv from the 
plehian horde of pill-pushers are not likely to recur 
It would probably be more hopeful to promulgate 
a new title for the Ph D’s Maybe they could even 
be dubbed “scholar ” Should this ever happen peo¬ 
ple would see clearly that most Ph D’s m the physi¬ 
cal sciences are really engmeers (i e , practitioners) 
just as most M D’s are practitioners and not schol- 
irs IVell, society will continue to need scholars to 
think old thoughts, to find new thoughts, and to 
teach 

R R Newell, M D 

50 Yerba Buena Ave 

San Francisco 27 

TELEMETERING TRANSMITTER 
MUST BE LICENSED 

To the Editor —An article by Dunn and Beenkem 
entitled ‘Short Distance Radio Telemetering of 
Physiological Information’ m The Journal, April 
I, 1959, page 1618, has just been brought to the 
attention of the Federal Communications Commis¬ 
sion (FCC) This article describes a miniature trans¬ 
mitter operating on 104 megacycles that can be at¬ 
tached to a living subject and xvhich is designed to 
transmit physiological data 

Doctors, not being radio technicians, mav be 
assumed to be unfamiliar xvitli the federal radio 
regulations We are taking this means to describe 
these regulations to the Amencan Medical Asso¬ 
ciation and request tliat they' be brought to the at¬ 
tention of its members 

A telemetering transmitter such as is described 
in this article must be licensed before it may be 
operated legally When used m connection wutli e\- 
ponmentation or research, tlie transmitter mav be 
icensed ni the Expenmental Radio Serxuce, subject 
0 the condition that no harmful interference xnll be 


caused to any authonzed radio station If the trans¬ 
mitter complies xxuth tlie techmcal limitations, such 
as frequency, field strength, power and antenna, 
for a low power commumcation dexuce, descnbed m 
subpart E of part 15, it mav be operated xxuthout 
a license However, the frequency 104 megacycles 
IS not available for operation of a telemetermg 
transmitter without a license Both part 5 and part 
15 are contained m volume 2 of the FCC regula¬ 
tions, which may be purchased from the United 
States Government Pnntmg Ofiice, Washmgton 25, 
D C , at a cost of $2 00 

If the present provisions of the FCC rules are 
not adequate to take care of the telemetering re¬ 
quirements of the medical profession, they are al¬ 
ways free to petition the commission, pursuant to 
the procedures in part I of its rules, and request 
that the rules be amended 

Ben J Waple 

Federal Commumcations Commission 

Washmgton 26, D C 

TONICS AND SEDATD^ES 

To the Edttoi —Anent vour confession of fondness 
for limericks under the title of ‘Tonics and Seda¬ 
tives’ (/ A M A 173 12.38 [July 16] 1960), I sus¬ 
pect thee of some artful leg pulhng of thme audi¬ 
ence when thou offerest txvo quadruplets from the 
pen of T R Rees For one so erudite as to toss out 
casually mention of thine succedaneous action in 
the same column, thou art trying to foist upon us 
a most foul succedaneum in lieu of a limerick 
Knowest thou not. Sire, that a hmenck (after the 
place of like name m Eire) is— 

Five anapaestic Imes 

Of XX Inch the first, second, ind fifth aie of three 
feet and rhyme 

While the third and fourth are of txx'o feet and 
rhyme^ 

From tins thee xx'dl percewe thine double error 
{Sporting News please copx^), not only succedaneiz- 
ing a 4-line jmgle in place of 5 good Imes, but fad¬ 
ing, to boot, to hax^e them of proper anapaestic 
disparity And. just to illustrate the ease of record¬ 
ing a lunerick xvhich xvill not offend the Postmaster 
General 

The gu-ls xvho frequent the dance palaces 

Hax'e little use for psx'choanaly'sis 

And dear Doctor Freud 

Is greatly annoyed 

As they cling to tlieir old-fashn’d phallacies 

Ian Macdonald, M D 
2009 MMshire Boulevard 
Los Angeles 57, California 

This IS the only comment to date on the edi- 
tonal —Ed 
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BOOK REVIEWS 


Rncliolog) as a Diagnostic Aid in Clinical Surgery By 
Howard Mu dlemiss MD.FFR.DMRD, Director of 
Bnstol Hospitals, Bnstol, England Cloth 
>7 50 Pp 151, with 86 illustrations Charles C Thomas, 
Publisher, 301-327 E Law rcnce Avc , Springfield, Ill, 1960 


Tile author states that this book is intended for 
surgeons In the intioduction it is made clear that 
the surgeon can recen^e the greatest help from the 
radiologist by mutual co-operation Clinical findings 
aie often important in radiological inteipretation 

The chapter on emergency work contams material 
with which every surgeon, resident, and mtem 
should be familiar Much minecessaiy radiological 
work could be eliminated if the doctor requesting 
the examination had sufficient clmical experience to 
lecognize the necessitx' of an immediate examina¬ 
tion There is a fine balance betvi'een indicated 
exammations and those that aie imnecessarj' To 
err on the more conservative side may be just as 
disastrous for the patient as to order imnecessarj' 
examinations The x-ra}'’ examinations u'hich should 
be consideied emeigency measuies are well se¬ 
lected These include certain fractures, dislocation 
of tlie shouldei, elbow, and hip, swallowed oi aspi¬ 
rated foreign bodies, lupture of the kndney, intus¬ 
susception, perfoiation of a hollow viscus, and 
obstruction due to volvulus 

After the fiist chaptei on emeigencies the book is 
largely concerned with nioie oi less routine exam¬ 
inations associated vutli operative and postopeiative 
conditions A chapter is devoted to postoperative 
conditions, including ileus, sponges or “swabs” left 
in the abdomen, subpluenic abscess, and pulmonaiy 
infarction Chaptei 3 deals with diseases of the jaw, 
salivary glands, postnasal space, phaiynx, upper 
esophagus, and thyroid Bronchial fistula is also 
mentioned 

The chapters about the alimentaiy tract show 
well-selected examples of surgical conditions of the 
esophagus, stomach, duodenum, jejunum, ileum, 
and colon which aie well known to all infoimed 
radiologists and should be the common knowledge 
of surgeons The chaptei on disease of the biliaiy 
tiact covers all the modem methods of x-ray exam- 
inabons and also deals with caicinoma of the head 
of the pancreas The chaptei dealing with unnary- 
tiact exammations mentions the usual excietory 
and retrograde pyelogiapliic methods Retroperi¬ 
toneal pneumography, which is of doubtful value, 
is also described Cystourethrography is fully 
explamed The remainder of the chapter covers 
material common to all textbooks on urinar)^ radiog¬ 


raphy 


Tlie section devoted to the skeletal system follows 
the Imes of any modem textbook of radiological 
diagnosis except it is more condensed and in no 
way attempts to cover all the rare bone diseases 
Tliere is a chapter on the rapidly expanding ini'esh 
gation of the vascular system which deals briefly 
With investigations of the arteries and veins and the 
poital venogiams but completely omits cerebral 
arteriography The final chapter deals hneBy iwtli 
radiation hazaids and is in tlie nature of a general 
warning concerning the unnecessary use of x-rays, 
with no attempt to be specific concernmg individual 
exposures during exammations 
The book is an excellent text for any surgeon who 
is too busy to keep abreast of all the literatare re 
lated to the suigical conditions that can be diag 
nosed by moie or less routine x-ray exammations 

Feed O Coe, M D 


Neoplasms of Bone and Belated Conditions Etiolog), 
Pathogenesis, Diagnosis, and Treatment By Bncllcy L 
Coley, M D Second edition Clotli $30 Pp 863, with 649 
illustrations Paul B Hoeber, Inc, Mecbcal Dwision of 
Harper & Brotliers, 49 E 33rd St, New' lork 16, 1960 


This second edition appeals about 11 years after 
the first and is completelj' revised and largely re 
wontten New entities described include cbondro 
myxoid fibroma, aneurysmal bone cyst, juxtacortical 
low-grade osteosarcoma, and malignant angio 
blastema “Emphasis has again been placed on tlie 
role of radiation therapy, not only as a palliatwe 
agent or for inoperable tumors but under certain 
conditions even as a preferred method of treat 


It 

he vaiious sections deal with classification, 
logy, and diagnosis, benign tumors and tumor 
lesions of bone, primary' malignant tumors of 
e, tumors involving bone by extension, meta 
ic tumors involving bone, tumors of bone m 
iial localities, surgical treatment, radiation 
•apy, consbtutional therapy, and lesions of tlic 
etal system that may simulate neoplasms o 
e This list indicates the completeness of the 
Jrage Microscopic pathology has purposely 
;n little space as this aspect of the subject is wc 
51 ed m other texts 

he book IS profusely illustrated, md there is • 
nsive bibliography at the end of eac i , 

1 well pnnted on heavy paper and has an 

iroper names and a subject mdex 

W G Bhaxdstadt, m c' 
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QUESTIONS AND ANSWERS 


POST-TRAUMATIC HOARSENESS 
To THE Editor —Is there any possibility that inter¬ 
mittent hoarseness with complete paralysis of 
the right and partial paralysis of the left vocal 
cord could result from a whiplash injury? 

Jerome Lehner, M D , Poughkeepsie, N Y 

Answer —I have never seen this kind of comph- 
cation from a whiplash mjur}^ of the neck, nor have 
I encountered a description of this type of compli¬ 
cation m the literature on whiplash injuries One 
must, however, keep in mmd that in severe whip¬ 
lash injuries definite mjurj^ to the upper spinal cord, 
and even the lower medulla, may occur Theo- 
reticallv, it is possible, therefore, that such an mjury 
could damage the nuclear centers and result m 
vocal cord paralysis This is only a theoretical con- 
siderahon, smce it would be extremely difiicult to 
injure these centers without also producing dififi- 
culti' in swallowing Injury to the penpheral mecha¬ 
nism mnervatmg the vocal cords would be ex¬ 
tremely difiicult from a whiplash mjury 

A B Baker, M D 


CANCER OF BREAST IN PREGNANCY 
To THE Editor —What is the treatment of choice 
for carcinoma of the breast discovered during 
the 3rd trimester of pregnancy? 

L David Comstock, Jr ,MD , Dowagiac, Mich 


Answer —The treatment of carcmoma of the 
breast discovered during the third trimester of 
pregnancy should not vary from the treatment of 
circinoma of tlie breast discovered at anj' other 
time The curative treatment of carcinoma of the 
breist IS local radical attack on the primarj' tumor 
and Its regional lymph-node spread Success de¬ 
pends on complete removal of the cancer and of 
its local spread before general metastases have be¬ 
come established 

In the average operable group, about one-half 
of the patents show metastasis in the axillary^ 
hinph nodes and one-fourth in the mtemal mam- 
man' nodes The mtemal mammary' nodes are in- 
'olved more frequentlv when the priman' lesion 
occurs in the medial, or more central, portion of 
the breast In 1951, Urban, at the Memorial Center 
for Cancer and Allied Diseases, demsed an ongmal 
md more complete operation—radical mastectomv 


llio t'* published h'\^ e been prepared b\ competent au 

or Th(^ do not honescr represent the opmions of am medical 

0 er orcani2itjon unless specificalls so stated in the repl> Anonv 
H communications cannot be ansucred E\er> letter must contain 
^ "nters mmt and address hut these mil Im* omitted on request. 


with mtemal mammary chain resection, m order 
to remove the primary' breast cancer together witli 
its primary lymph-node depots, namely, axillary' 
as well as internal mammary' nodes 

Supplemental x-ray tlierapv after radical mastec¬ 
tomy and lymph-node dissection should be given 
on an mdmdual basis, depending on the presence 
or absence of positive findings m tlie lymph nodes 
As far as the management of the pregnancy is 
concerned, I believe that, if the size of the baby' 
and the condition of the cervix permit it, induction 
should be performed any'time after the 36th sveek 
of gestation 

Michael J Jordan, M D 


AXILLARY ECZEMA 

To THE Editor —I would like to know what de¬ 
odorant to use foi patients with eczema of the 
armpits 

Nathan Steinberg, M D , Philadelphia 

Answer —Most axillary deodorants depend for 
their effects on the astringent action of diluted alu¬ 
minum chloride In the case of eczema of the 
armpits, it would be well to avoid the use of chem¬ 
ical deodorants and use, instead, mild cleansmg 
agents containing hexachlorophene, two or three 
tunes a day These are available as detergents or as 
soaps 

Louis A Brunsting, M D 

Ansxver— It is not hkely tliat tlie odor of the 
axillae can be controlled as long as eczema remains 
The combination of epithelial debns and apocrine 
sweat, subject to malodorous decomposition by the 
numerous and vaned bactena present in the axillae, 
IS too much to overcome by any deodorant The pa- 
hent may have seborrheic dermatitis, a contact 
dermatitis, chronic folliculitis, or psoriasis, to men¬ 
tion a few possibilities Commercial preparations 
containing aluminum salts are likely to be irntatmg 
to mfiamed skin A soap substitute contammg hexa¬ 
chlorophene, if tolerated, might help the odor if 
used twice dady A lotion or ointment containing 
neomycin and hydrocortisone (or equivalent glu- 
costeroid) might be helpful Dilute baking soda 
solution, or compresses of 1 10,000 potassium per¬ 
manganate solubon may help tlie odor No known 
perfume will mask tlie npe odor of an mfiamed 
axilla If the eczema is judged se\ ere enough, a 2- 
or 3 -m eek course of prednisone m an inihal dose of 
25 mg per day might be justified, m tbe absence 
of any systemic contraindicahon to such therapy 

DonxldM Pillsburx, M D 
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QUESTIONS AND ANSWERS 


COPPER IN WATER SUPPLY 

To THE Editob —The tcatei supply ui the apart- 
uicnt tohete I live contains so much coppei that 
sinks ate stained gieen where the tans dnn The 
sides of the hath tub ate stained green, as aie 
die ides and the cement between them m the 
showei A polyethylene "glass" in the bafhioom 
has a gieen deposit, and the dogs polyethylene 
dunking leceptacle has a gieen iing deposited 
on if A sifiitlietic sponge is stained by copper 

1 How tone IS coppei in such an nnwunft^ 

2 What are the safe limits of copnei in a watei 
supply^ 3 What symptoms would one exhibit 
fiom a chionic ingestion of coppei^ 

Lewis T hlann, M D, New Yoik 

Answer —Copper lias a lelatively low toxicity in 
man Ordinarily, some of the salts of copper aie 
insoluble and when ingested may not piovide 
amounts of the mineial in quantities sufficient to 
cause trouble The green deposits you describe are 
piobably an oxide of copper, which is less soluble 
than some of the other compounds Geneially, 
0 2 mg per liter aie considered as a safe limit of 
copper in potable watei supplies Chionic coppei 
poisoning IS laie Absorption of small amounts of 
copper oyei a long peiiod may lesult m the depo¬ 
sition of the metal in tissues, piimaiily the hvei, 
where a pigmental y cirrliosis may deyelop Othei 
lesults of toxicitj' may include some mjur)? to the 
kidney, cainllary damage, and excitation of the 
central neryous system followed by depression 
It IS belieyed that coppei cooking yessels or coppei 
l^iping do not ordinalily impart any significant 
quantities of copper to the watei oi the food which 
they hold 

Norman De Nosaquo, M D 

POSSIBLE RADIATION HAZARD 

To THE Editor —A 3-yeai-old child bioke off the 
luminous hands of a clock and sucked them foi 
an mdetei inmate period What is the nature of 
the chemicals now used to paint the hands, and 
what IS the possibility of poisoning^ What 
studies are indicated other than a physical ex¬ 
amination (which was essentially noimal)? 

M D , California 

Answer —From the mfoimation ayailable to us, 
radium, polonium, and mesothonum m the ordei 
of 1 part in 20,000 are incorporated m a pigment 
base to make the hands of clocks luminous Such a 
quantity of these substances would appear to be 
nonhazardous In cases where possible toxicity is 
being investigated, studies of the unne and stool 
should be undertaken with equipment for detect¬ 
ing radioactivity m the specimens 


jama, Oct I, 19G0 

VARICOSE VEINS 

To TOE Editor -J have a patient who has shown 
alleigic leactions to both sodium moirhuate and 
sodium tetradecyl sulfate in the postoperative 
injection for varicose saphenous veins Please 
suggest other sclerosing agents that could he 
used for this pin pose 

M D, Texas 

Answer -Patients receiving sclerosing injections 
for varicose veins may develop symptoms of dnig 
sensitivity, particularly if thev have other mam 
festations of alleigy Fifty-per-cent dextrose sola 
tion can be used to obliterate those x^ancosities 
ivhich are not amenable to ligation and stripping 

Geza deTakats, M D 

CIRCUMORAL RADIAL LINES 


To the Editor —A mother and daughtei have a 
familial pattern of ladial lines about the mouth 
These lines are modeiately led and in the older 
woman me moie pionounced, probably because 
of the loss of turgor m her tissues On the moth 
eTs side, theie is a strong familial histouj of cata 
racts The daughtei has had two small kidnetj 
stones in the past What is the significance of the 
skin lesions'^ 

James R Smith, M D , Petoskey, Mich 


Answer—I know of no familial disease that 
causes radial lines about the mouth, but this does 
not preclude the possibility that such a syndrome 
has been lepoited with, or without cataracts, ne 
phrolithiasis, oi both On the othei hand, it must 
be remembered that the meie fact that a motlier 
and her daughter have such lines does not establisii 
that the condition is familial Coincidence is shll a 
potent factoi in medicine Many entities that cause 
scaiung aiound the mouth can result in “radial 
lines ” 

These may occui m congenital syphilis (das 
u'ould be most unusual in a mother and daughter), 


chronic ladiodermatitis (ruled out by a lack of Ids 
tory of exposure to a dennatogenic dose of ionizing 
ladiation plus the absence of other signs of a 
chronic ladiation dermatibs), a type of scleroderma 
seen m elderly women and classified at tunes as 
acroscleiosis (look foi changes in the fingers), 
edentulous persons or those with poorly fittmg den 
tures, and senihty Lines around the mouth mign 
be a familial charactenstic comparable to tlie size 
of tlie nose, tlie shape of the ears, or the color o 
the eyes xvithout being of pathological significance 
Probably, these lines are of no importance excep 
in the possible diagnosis of the conditions men 

tioned above . ^ 

ER^^^ Epstein, M Li 



QLESTIONS A^D A^SWERS 


551 


^ol 174, ^o 5 

TOXICODENDRON EXTRACT 

To THE Editor —/ hate retteited the literature sent 
to me by Mulford Colloid Laboratories about 
their product “Anergex,” said to be a ‘a specially 
prepared botanical extract of the Toxicoden¬ 
dron quercifolium plant which is nonspecific in 
action, thereby inhibiting a wide variety of al¬ 
lergic responses ” Are there any authoritative re¬ 
ports about this product? 

Hans S Menco, M D Rochi Hill, Conn 

Axsw'er— A clinieal report on this extract of 
Toxicodendron qiiercifolia was published bv Ro%'ito 
{Am Tract 6- Digest Treat 7 1447 [Sept ] 1956) 
\Ve are unaware of anv adequately controlled 
studies substantiating this favorable report A con¬ 
trolled stud\' of Anergex in the treatment of allerg}' 
b) Kamin and associates of the Department of 
Pediatncs, U S Naval Hospital, Jacksonville, Fla , 
w’as published in Pediatrics (22 887 [Nov ] 1958) 
A senes of 30 children receix ed the extract, and 26 
received comparable mjections of isotonic sodium 
cblonde solution Six w eeks after the onset of treat¬ 
ment the condition of the children w'as reevaluated 
No statisticalh significant difference between the 
groups could be ascertained A most important 
corolla!}' to this studv w'as the number of patients 
who improved while receiving placebo injections 
Attention is called to the great lieahng powers 
inherent in the positii'e attitude of the doctor 
treating allergy, above and beyond the mode of 
treatment being used 

Chhisttax Win card M D 

ABNORMAL LACTATION 

To THE Editor —A mentally defective 30-yeai-old 
ivonian in the state hospital has had regular 
menses, the last one about one month ago Pelvic 
examination shows a marital outlet, normal cer¬ 
vix, and a uterus not definitely outlined since the 
patient is unable to cooperate Speculum shows a 
nullaparoiis cervix with no drainage The patient 
IS inodeiatelij obese and has had no contact with 
men On June 6, if was noticed that she was lac- 
tating from both breasts A sample of the fluid 
xvas obtained, easily, with a breast pump The 
pathologist reported that it had the character¬ 
istics of normal human breast milk, with a fat 
eontent of 3% A roentgenogram of the pituitary 
ivas taken but has not been reported on What 
IS flic cause of such a mammary discharge? 

H H Ring, M D , Milledgeville, Ga 

WswER —The most common cause of lactation is 
nt which commonly appears on the tliird to fourth 
postjiartum, but many abnormal situations not 
e a ed to an antecedent pregnanc\' max cause 1 ic- 


tahon The list is too large to go into detail In 
terms of the patient mentioned m the inquir}', sev¬ 
eral factors must be considered Chromophobe 
adenoma and eosmophihc adenomas (the latter as¬ 
sociated with acromegaly) of the pituitarj' may be 
associated xvitli lactation and amenorrhea There¬ 
fore, the reading of a pituitai}’^ roentgenogram 
w'ould be important 

Recent reports have suggested reserpine and 
chlorpromazme as causative factors for lactation in 
nonpregnant w'omen Under these circumstances 
the patient may continue to hax'e normal menses 
Tlie reason for this lactation is not clear, but the 
effects of these drugs on the hx'pothalamus are xvell 
know'n, and, indirectly, there may be increased 
production of prolactin by the pituitary This, m 
turn, can initiate lactation Smce tins patient is an 
inmate of a state mental hospital, it is conceix'able 
that she may hax'e received eitlier or both of these 
drugs, particularly chlorpromazme Discontinuation 
of such medication usually results in the cessation 
of the abnormal lactation (Somlvo and Waye, J 
Mt Sinai Hasp 27 5 [Jan -Feb ] 1960) 

Ja\ J Gold, M D 

CALCIUM CHLORIDE 
FOR CARDIAC ARREST 

To THE Editor —In the treatment of eardiac arrest, 
calcium chloride is commonly given as a 10% 
solution Recent articles have been enthusiastic 
about its use Recently I requested it, and was 
told by the hospital druggist that it was not 
available and that he did not know how to pre¬ 
pare It as a sterile solution What is the current 
status regarding the use of 10%-calcium-chloride 
solution^ Is calcium gluconate as effective, and 
does it ionize as readiliff If calcium chloride is 
more effective than calcium gluconate, can it be 
obtained commercially, and where^ 

William G Abel, A1 D , East Hamnton, N Y 

Ansxx'er —Tlie use of calcium m the treatment of 
cardiac arrest is still considered desurable The cal¬ 
cium ion increases the contractile force of the heart 
Calcium gluconate does not ionize as rapidly as 
calcium chlonde, so that the latter preparation is 
preferred The calcium ion also increases the rmta- 
bihtv of the heart and, m excessix'e dose, may cause 
arrhythmias and arrest of the heart in systole Digi¬ 
talis and the calcium ion may be sx'nergistic, and 
caution should be exercised if thex' are used to¬ 
gether since this xx ould increase their toxic effects 
Calcium gluconate (9% calcium) is commerciallx 
prepared as a 10% solution Calcium chlonde (27% 
calcium) is commercially prepared as a 10% solu¬ 
tion bv the Upjohn Companx', and marketed in 
10 cc ampules For mtracardiac administration, 1 
cc of 10% calcium chlonde should be diluted to 
10 cc xxath normal saline solution 
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QUESTIONS 

EXPOSURE TO ULTRAVIOLET LIGHT 

To THE Editor —In one of our local schools a musi¬ 
cal program is annually produced m which part 
of the dance numbers are presented with the 
lights out and the dancers wearing clothing that 
IS fluorescent under ultraviolet light The mem¬ 
bers of the hand and the performeis are at all 
times facing the source of the ultiaviolet light 
During the production of this year’s program, at 
least one of the children complained of burning 
eyes How much damage, if any, might result 
ftom this sort of ultraviolet exposure^ 

Fredenck } Chapin, M D, Bay City, Mich 

Ans%tor —TJie biological eflFect of ultraviolet light 
depends on its wavelengtli Neai-ultraviolet light 
(around 365 millimicrons) is essentially harmless It 
IS passed by the cornea and absorbed by tlie lens, 
the retina is sensitive to it (witness tlie fact that 
aphakic persons can read in such light, wheieas a 
phakic person sees nothing), but undei ordmaiy 
conditions little, if any, of it reaches the retina 
Ultraviolet light of shorter wavelength (from 310 
to 250 millimicrons, with a sharp peak at 288 milli¬ 
microns) IS absorbed in the cornea and has an 
abiotic effect If it is of sufficient intensity, it pro¬ 
duces a severe and painful photophthalmia 
Commercially available light sources used for 
tlieatrical purposes aie proiaded with filters which 
are supposed to remove the damaging far-ultra- 
violet rays If the childien of the school in your 
community complain of initation of the eyes when 
faced with the ultraviolet light, and if there is ob¬ 
jective evidence for such irritation, the source 
should be mvestigated to make sure that the fai- 
ultraviolet rays are filtered out 

Hermann M Bubian, M D 


PLANTAR WARTS 

To THE Editor —A number of students in the physi¬ 
cal education classes of our local high school 
have developed plantar warts It is stated in 
several dermatology textbooks that the cause of 
these warts is a virus In view of this, should 
those students exhibiting recent and widespread 
exacerbations of plantar warts be excluded from 
gymnasium classes, wheie showers are taken, 
because of the possibility of contagion? 

L D Archer, M D, East Alton, III 

Answer —Although warts are believed to be con¬ 
tagious and automoculable, the virus has not been 
cultured nor has its epidemiology been well estab¬ 
lished It IS thought that physical education is an 
important activity for the adolescent While one 
might reason that avoidance of exposure would 
prevent the spiead of tins infection, a susceptibility 
to the virus piobably resides m the infected indi- 
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vidual Some authorities beheve that the wide¬ 
spread distnbution of the virus means that the s« - 
ceptible person will become mfected regardless of 
the care taken in avoidmg contact with the vinis 
m showers for mstance 

Therefore, although an indisputable answer can 
not be given to this question, I beheve that the 
slight danger of spread of this infection is out- 
weighed by the advantages to be gained by regular 
attendance in tlie gymnasium classes The response 
of plantar warts to therapy is so unpredictable, 
often requiring prolonged treatment extending 
over a period of mondis, and lecurrences are so 
frequent, that it would be unreasonable to allow 
this mmor, if often pamful, affliction to interfere 
with the physical development of the affected stu 
dent 

ERVJtN Epsiein, M D 

CALCIUM DEPOSIT IN TENDON 


To THE Editor —A patient, aged 55 years, who 
does clerical woik, has a calcium deposit memr 
mg I by 3 cm adjacent to the right supraspinatus 
tendon of nine months’ duration He has full 
range of motion m his shoulder without pain 
during the day After sleeping four or five hours 
or when lying on his shoulder, he has some pain 
and stifness Diathermy and a course of four 
x-ray treatments have not helped He has been 
taking calisthenics, including pulley weight lift 
mg, foi 15 years Could tins be a causative fee 
tor^ What treatment would you suggest? 

M D, Ohio 


Answer —Calcific deposits m, or about, tendons 
near their attachments m the shoulder are usually 
the lesult of attntional changes which sometimes 
clearly develop after trauma Often no provocative 
factor can be elicited Weight lifting may have 
been a contnbutmg factor if it caused unusual 
stiain at the affected side Recommendations 
for treatment are (1) omission of weight lifting and 
any strenuous physical activity known to aggravate 
the condition, (2) warm compresses or a warm 
shower for 10 mmutes, followed by therapeutic 
exercises to mamtam full range of night shoulder 
motion (pendulum circumduction exercises to he 
emphasized), (3) mduebon of analgesia during the 
late evening and a delayed absorbing analgesic 
medication on retiring, (4) if possible to find a 
position m bed tliat will not aggravate tlie conai 
hon, lying on the left side, with the nglit anii on . 
small piUow across the chest is usually the tel,. 

(5) surreal removal of the caWc deposit on ) a 
the recommended treatment program “ 6' 
relief, remembering that it is usually y 

K,cHAanHntmBC,a,MD 
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CARBON MONOXIDE POISONING 

To THE Editob —Since carbon monoxide forms a 
very stable compound with hemoglobin 1 have 
often wondered whether cases of poisoning with 
this gas could not be treated by exchange trans¬ 
fusion I presume that there must be some reason 
why this has not been done, because it should 
not be prohibitively difficult, especially m chil¬ 
dren 

M D , British Columbia 

Aesweb —Treatment for carbon monovide poison¬ 
ing must be instituted as rapidly as possible Ex¬ 
change transfusion would be effective if accom¬ 
plished witlim a few minutes, but any victim who 
could be saved by this metlrod could also be saved 
by admmistrahon of pure oxygen by a mask Oxy¬ 
gen admmistration will mevitably result m complete 
recover)' if only reversible damage is present at the 
time therapy is begun It is the treatment of choice 
because oxygen is readily available, lelahvely 
cheap, and can be taken to tlie patient It can be 
given without preliminary preparation or any addi¬ 
tional danger to the pabent and is as effective as 
any other method For further mformabon, a text 
such as ‘The Pharmacological Basis of Thera¬ 
peutics’ by Goodman and Gilman, New York, the 
Macmillan Company, 1955, pp 926-931, might be 
consulted 


BENCE JONES PROTEINURIA 

To^ THE EnnoB —1 quote from the monograph 
Multiple Myeloma by Snapper, Turner, and 
Moscovitz, New York (Grune and Stiatton Inc, 
1953, page 43), which refers to patients with my¬ 
eloma 'Examination of the utine of the 97 cases 
in flits series revealed the presence of albumin¬ 
uria at one time or another in 90% of the cases 
The 48 cases who had Bence Jones protein¬ 
uria, with an occasional exception, also had al- 
biimmuria ’ 1 quote again from “Determination 
of Bence Jones Protein in the Urine” by Snappei 
and Ores (JAMA 173 1139 [July 9] 1960) “In 
patients with multiple myeloma without coinpli- 
ealions only Bence Jones protein but no albumin 
IS eliminated in the native urine’ Am I to as¬ 
sume that all the patients with Bence Jones pro¬ 
tein and albumin in 1953 had ‘complications’^ 
f so, did none of the patients in 1960 have such 

eomphcationsP 

Bernard S Kahn, M D, New I ork 

Axsu ER —Magnus Le\y always proclaimed that 
tie better the chemist, the less albumm one finds 
m the unne of patients who lia\ e Bence Jones pro¬ 
teinuria I do not claim tbit I am a better chemist 


in 1960 than I was m 1953, but, tire metliods I have 
used m the last few years are much better than 
the methods I used in 1953 These newer methods 
indicate that in patients with multiple myeloma, 
unless a preexisting chronic nephritis or a pyelo¬ 
nephritis exists, Bence Jones protemuna is hardly 
ever complicated by albummuria, except for the 
faint trace of albumm which laboratones always 
report in die urmes of older patients 

I must add that m all the patients reported m 
tlie artice of 1960, I did the analyses personally 
The tests performed m the 97 patients reported m 
1953 were only partly done by me As mentioned 
above, unless the Bence Jones protein reaction is 
done correctly, part of the protein may not dissolve 
at boihng and therefore will be reported on die 
laboratory slip as “albumin’ This explains why 
many modern authors still hold that in Bence Jones 
proteinuria, albummuna is often seen 

IsiDOBE Snapper, M D 

HAIR BLEACH 

To THE Editor —A large number of teenage girls 
use hail bleach Is it harmful tf used over a jiro- 
longed period^ If so how does the harm mani¬ 
fest itself? 

M D, New Yoik 

Answer —Adverse reactions to bleaching of the 
hair are primanly limited to the hair shaft itself 
Future growdli and inherent physical charactensbes 
are not affected Skin reachons may occur in some 
persons, but reported cases are few m comparison 
with the large number who bleach their hair 
Bleadnng damages the hair because the hydro¬ 
gen peroxude must penetrate to die cortex of the 
hair where the hair pigment is located In so doing, 
it often leaves the hair dry, bntde, and more ab¬ 
sorbent Bleached hair takes up dyes in a rapid 
irregular way, and such hair is especially vulnerable 
to thioglycollates in cold-wave solutions Further¬ 
more, hydrogen peroxide-treated hair is difficult to 
manage and is curl resistant 
The extent of hair damage depends on several 
vanables, one of wluch is the degree of bleaching 
For example, the extreme degree to which bleach¬ 
ing must be earned out to render the hair platinum 
blonde usually makes the hair dangerously bnttle 
Furdiermore, a recent study has demonstrated tliat 
when liair is bleached, the ensumg damage does not 
stop with tlie process IVith each shampoo certain 
decomposibon products and oxidized pigments are 
ex-tracted from the hair shaft and damage recurs 
Although much work has been done in this field, 
especiallv m the v ool indusbx', the exact nature of 
tlie damage is unknown This accounts at least in 
part for the lack of methods to protect the hair 
against tlie deletenous effects of hvdrogen peroxide 
A^ebonicx L Covlex Ph D 
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QUESTIONS AND ANSWERS 


CARIES AFTER BURNS 

To me Editor -Aftei recoveiy ftom extensive 
second-degi ee end thud-degiee body burns, an 
8-yeaj-old boy developed dental caries and iidges 
foiined on his teeth Can you outline the patho¬ 
physiologic changes lesponsible foi the dental 
changes^ Aie lefeiences on this subject available^ 
M E K Johnson, M D, Kaltspell, Mont 

Ans\\t:r —The changes noted in the teetli of this 
boy were piobablv unassociated with his bums 
The teeth that eiupt at this period of life complete 
their calcification and apposition several years eai- 
hei It IS most hkelv that the hypoplastic defects 
weie produced by some geneialized infection that 
occuired in the 2nd or 3rd yeai of life A useful 
reference would be tlie tevtbook “Oial Pathology” 
by Tlioma and Goldman, ed 5, St Louis, C V 
Mosby Company, 1960 

foscPH L Bernier, D D S 

BLOOD GROUPS 

To THE Editor —In table 34, page 317, of Miale's 
“Laboiatory Medicine—Hematology” (St Louts, 
C V Mosby Company, 1958), a summanj of the 
history of the blood gwups is presented The 
discovery of the Rh blood tyjjes is ciedited to 
Landsteiner and Wiener, but Fisher is ciedited 
with having discovered the blood factois C, c, 
D, d, E, and e in 1944 It is my opinion that 
Fishei IS a pine mathematician and that the 
sewlogy and heredity of the Rh-Hi types had 
been discoveied by Wiener and his collaboratois 
What aie the facts? 

Lew A Hochbeig, M D , Bwoklyn, N T 


JAMA, Oct 1, 19G0 

mended because of the misinformation it contains 
in addition, it is written m such a misleading fasli' 
ion as to leave the reader with many dangerous 
misconceptions Luckily, authoiitative books on tlie 
subject are available (Wiener, Blood Groups and 
Transfusion, ed 3, Sprmgfield, Ill, Charles C 
Thomas, Publisher, 1943, Wiener and Wexlcr 
Heredity of tlie Blood Gioups, New York Gnine 
& Stratton, Inc , 1958) 

The second cause foi the errors and misconcep 
tions is the fallacious tendency to equate the in 
vention of a notahon or a name with the discoven^ 
of facts Thus, for a long time Moss and Jansky, 
who merely suggested two different methods of 
numbering the four blood groups, were cited as 
having discoveied them-even after 1930, when the 
Nobel piize m Medicine was awarded to Karl 
Landstemer for this discovery which he had made 
m 1900 The invenhon of a teimmology is a prm 
lege usually reserved foi the discoverer, fiist, as his 
light, and, second, because \wth his insight he 
can select the most appropriate name In fact, 
Wienei’s original Rli-Hi nomenclature has been 
selected by the Committee on Medicolegal Proh 
lems of tlie A M A as the sole approved nomcn 
clature for the Rh-Hr types It is correct that Fisher 
latei coined otlier notations, the C-D-E symbols, 
but he had no part in the discovery of the Rh Hr 
types Those interested in a discussion of the rela 
tive merits of tlie two methods of designating tlie 
Rh-Hi types, and references to tlie pertinent Iitera 
tuie, can find tins information in two recent reports 
of the Committee on Medicolegal Problems (Wie 
ner, Owen, Stormont, and Wexler, J A M A 164 
2036 [Aug 31] 1957, Wiener, Unger, and Sacks, 
J A M A 172 1158 [March 12] 1960) 

A S Wiener, M D 


Answer —It is true that Fishei is a famous mathe¬ 
matician who has never done a blood gioupmg 
test and that the oiiginal observations on the serol¬ 
ogy and heredity of the Rh-Hr blood types were 
made by Wiener and his associates A detailed re¬ 
view of the early history of the Rh-Hr types, in- 
cludmg a list of references to all the pertinent 
origmal papeis on the subject, is available (Wiener, 
7 Hist Med ir Allied Sc 7 369-383, 1952) 


The eiToi in Miale’s book may be attributed to 
two causes Fust, authors of tevtbooks wliidi covei 
a broad field like hematology find it impracticable, 
or even impossible, to consult all the oiigmal pa¬ 
pers themselves Such books are, therefore, strong 
only m those portions which deal wth the authors 
own special field of interest Information regarding 
other phases of the subject are generally borrowed 
from other books or monographs As the souice of 
information regarding the blood groups, most wnt- 
ers use Race and Sanger’s book, "Blood Groups m 
Men ” Unfortunately, that book is not to be recom- 


BARBITURATE COMA 

To THE Editor —In the query i elating to the best 
treatment of baibiturate coma (The Journal, 
June 25, p 974), I was puzzled by the reference 
to the use of phthahe acid-bisdiethyldamide The 
reader is refer led to Grollmans Pharmacolo^tj 
and Therapeutics, ed 4, pp 181-182 The refer 
ence is accurate Correspondence revealed the! 
your consultant and the authors cited ^eifh 
mketharnide in mind Hikethamrde (VS?) is 
N,N-diethyl-S-puitdmecarboxamtde and is not 
identical with phthahe acid-hisdietlnjlamdc d 
the present i ecommendation to your reader is no 
collected, It will cause confusion and delays tea 
futile attempt to obtain the unobtainable S 
the treatment of barbiturate poisoning is a mp 
problem, accurate information is particularly 

Harold Jacobzmer, H R 
125 Worth Street 
New York 13 
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•S>Ticlronic of Scnoiis Suicidnl Intint 
A A Slone P 

•Social Class nntl Psschutnc Treatment 
\ Q Bnll and H A Storron P 340 

•Optimistic Report on Total Rehabilitative Potcnbal of 
Chronic Schizophrenics-B F Hon nrd p 345 

•Elrelronic Aid for Teaching Intervienang Techniques 
C H Ward P 

• Tloublc Bind and Delinquent Bchavaor 
A J Ferreira P 

•Intcniersnnal Determinants of Realit>-Testing Capacilj 
II Seldcnberg P 

•Phantom Orgasm in Dreams of Paraplegic Nfen and Women 
J Monej P 

•\ isual Analog of the Fnnkrnstein Test 
S D Kaplan P 383 

•Slalisbcs Science and Ps> chiatrv A Reconsideration 
J G Thorpe and A A Baker P 389 

•Iniury tn Limbic S>’stem and Associated Structures in Cats 
A ^ng and others P 391 

•Fsjxhaphvsiology of Dreams III Dream of Nnroolcps> 

G \ng(l P 421 

•rmagmar> Seiual Partner 

R LnVianonicz P 429 

Serious Suicidal Intent—A bnef 6umm3r> of the literature 
on sintide is gnen to demonstnte Uie difficulties in predict¬ 
ing suicide and a new approach to the prediction of suicide 
is suggested, namel), tint patterns of psychodynamic, char- 
actctological, and situational elements be combmed into 
syndromes of more or less senous suicidil intent One 
specific sjaidrome of senous suicidal intent is presented 
hased on climeal expenence and an interesting senes of 
7 patients This syndrome consists of obsessive-compulsive 
cli iractcr structure watli features of passn e feminine identi¬ 
fication coupled \Mih a special interest in sexually dis 
erc-ditcd women The senous suicide attempt is seen is re¬ 
sulting from actual or threatened loss of these Momen The 
point IS made that psychodynamic formulations alone are 
reductionist and therefore, lack predicPve value, ivhereas 
syndromes embracing the outlined elements seem to haxc 
more laliic 


Social Class and Psychiatric Treatment—Persons of lower 
class level were considered less psychologically minded 
ond thus less likely to be accepted for insight psveho- 
ll'crapy This hypotliesis was treated by imcstigabng a 
iiumbei of x ambles related to psychological mindedncss 
kon social class was found to be associated xsath lower 
intelligence less education a tendency to see the prescnbng 
proilcm as physical rather than emotional, i lack of under¬ 
standing of the tlierapeutic process, ind i lack of desire for 
Psachothcrapv On the basis of these findings the aiitliors 
ST tint ittcmpts to lower tlie cost of psychotherapy do not 
0 er the solution to the problem of providing the lower 
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class patient wath needed psyehiatnc care It is felt that the 
solution should be sought by combating tlie present tend¬ 
ency of therapists to offer only psychotherapy and by en¬ 
couraging a broader range of individualized therapeutic 
procedures 

Rehabilitative Potential of Chronic Schizophrenics —This 
article represents an effort which is a controlled study to 
determine die ulhmate fate of chronic schizophrenics who 
had been subjected to a carefully planned organized 
tlierapeutic approach The latter included maxunum uhlizabon 
of the team approach in a psycho-social milieu which em¬ 
phasized optimism in a harmoniously interrelated group of 
multi-disciplined professional personnel Optimal use of die 
mxximum potential of the ancillary and paramedical disci¬ 
plines resulted m a 136% increase in discharge rate This is 
significint when it is realized tint die mean Icngdi of hos¬ 
pitalization w IS 9 11 years’ It is equally signihcant diat die 
return rate (18) was appreciably below die nabonalh 
recognized rate of 35 to 40 per 100 This is die first effort 
to follow consecubvely one year later in the community 
dll of diose discharged in order to determine die percentage 
employed m framing for employment, in custodial care, or 
lastly, die percentage who had faded The results were 
sbmulabng and gratifying for die followang reasons (1) 
Chronic schizophrenics ire definitely rehabihtatahle socially 
and xocabonally (3) many' will, even after 10 to 15 years 
of illness exceed dieir original achievements (3) despite 
die intensified iccelerated pace of the enbre program, the 
rehim rate w as 10% to 15% below the nationally recognized 
results, (4) die results excel diose previously reported dur¬ 
ing the preataraebe era or any other, indicabng xve arc 
truly making real progress for the first bme in treatment of 
chronic scliizophrenics This paper required more than 2 
years bme to allow for accurate reporbng on all pabents 
1 yeir after discharge 

Electronic Aid for Teaching Interviewing Techniques —Re 
Gently an mexpensixe apparatus has become commercially 
available xvliich promises ameliorabon of many of the tech- 
mcal difficulbes involved in teaching interviewing skills and 
psycliodierapeutic techniques This is a micro-elecbonic 
device by w luch die spoken words of the monitoring teaclier 
are converted into short-range magnebc waves which acb- 
vate a transistorized heanng ud worn by die student It 
permits the teacher to communicate effeebvely widi die 
student dunng an inten icvv vvadiout the pabent being aw arc 
of it Inibal expcnencc in 18 intervaews has indicated diat 
die instrument can he quite helpful, and diat bodi students 
and teachers adapt diemsclves to it with surprising ease 
Patient reacbon has been minimal A shaking feabire of die 
implement is its capacitv for involving a student audience 
strongly in die logic and conbnuity of die process while 
the interxaew is taking place The group can conbahute iLs 
ovvai ideas and die teicher is able to direct and focus 
attention 

Double-Bind and Delinquent Behavior—The double- 
bmd IS a general concept Typicallv in schizophrenia die 
douhle-hind IS unipolar (messages from one single source). 


16i 
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whereas in delinquency it is bipol ir, i c , from father and 
mother This kind of sequenbal pattern is here leferred to 
as “spht-double-bmd” and illustrated witli a elmical case 
seen m family therapy Under the impact of long chains of 
spht-double-hmds the child is led into nonconforming be¬ 
havior, md possibly pushed out of the field Symbolically 
formulated, the concept of spht-double-bmd is introduced, 
not as a theory of delinquency, but as a somewhat for¬ 
malized wav of dcscnbmg a pattern of interaction charac- 
tcnstic of families where delinquent behavior occurs 


Rcaht> -Testing Capacity -Reality-testing difficulbcs have 
classic illy Iieen thought of as resultants of deep mtra- 
psvchic conflicts The luthor has found, is novelists and 
playwrights have already said, that a certain pressuie on 
a person, be it from mate, business associate, or physician, 
may markedly impair his rcahtj'-testmg capacity One 
w'oman, seen in psychotlierapy, show'cd tlie effect of her 
husband’s over-sohcitousness By his protcebveness her con¬ 
fidence in her owm ability to care for herself w-as shattered 
The administration of tranquilizers by a well-meaning 
physician sers'cd to undermine her self-tnist even further 
The 2nd case illustrated tlie particular hazard of being tlie 
mate of a physician The phvsieiar ' of thp patient 

GBCon^tive professional position to cast doubt 
_ „s uitliontame, p 

2 instances toward rcpainng 

Phantom Orgasm m Scgia w'ere mter- 

md 7 wmmen of cogmbonal md dream 

vicw'cd to asecr j genitopelvic sexual funebonmg 

erobcism m the absence t ^ presentations 

In tibulated y^nabons and exceptions 

there appeared, besi es c^^ing that the patients did 

on many points, the of sexual urge 

not continue to to genitopelvic paialysis 

and gratificabon as formerly J sensation, some 

.,„d total laoK of l^otV .» 

men and women , is demonstrated to be a 

Cognitional , entirely independent of genito- 

variable of sex la c dream orgasm of a 

^ weSrrrspe’ct. «.i. 

1 •- TokI —A visual analog of tlie 

Visual Analog of Fun ^,e imbalance and bypo- 

Funkenstein test measured aujonom 

thalamic excitability by neosbgmme bromide, 

intensity followng a mi liypotlialamic sympatliebc 

hyperreactors and hypertensive or hypo- 

victs b; tlie critenon “benSm meeholyl tests 

tensive reacbon to paras>mipathebc balance 

The vascular h>'poreacto P ] ^erreactois bad 

of neosbgmme image mtensdy,^^^^nl^^^^ 

a sympathetic balance depressants when 

^ccLorytotbePeosn^. 

neciswry to a,e “™t,ont mto hypertenettons 

reactions and imbalances and aggrava- 

The divergent correcti ^ sociopatlnc pattern of 

tion of vascular os cortical adaptability 

schizokinesis visceral anger o 


Stahsbes, Science, and Ps> chiatry —Tlie uni of tins paper 
was to reconsider tlie authors’ previous conclusion tint 
stabsbeal analyses of expenmental results in most pwchi ^ 
atnc studies w'as unw'arranted and misleading This con 
elusion has recently been challenged In the present piper 
it IS argued that ‘real populations have appartntl) been 
confused with “hypotliebcal’ populabons and that the oh- 
jeebons are irrelevant Our final conclusion w'as in line with 
our previous one, that stabsbes w'ere constantly being 
ibused ratlier than used correctly and that psy'chiatnsts nnd 
psychologists ought to consider very carefully whether or 
not to abandon stabsbeal analyses completel> Tins con 
elusion does not apply to tliose sbidies in w'hicli the assiimp 
bons underlying statistical reasoning ire not Molatecl Sutli 
studies are, how'ever, very' few' m number 


tniurj' to the Limbic System -This study represents a sunc) 
af tlie chronic effects, m cats, to varying portions of the 
limbic system, to the amygdala and pinform eortex, hippo 
eampus, cingulate gyrus, septum, fomix and antennr com 
missure Fifty-tliree cats w'ere used, 20 witli limbic lesions 
and 33 controls Survival bmes ranged from 6 months to 
1% years Results, pnncipally related to ablations of tlic 
imygdala, included behavioral and affechve changes, sper 
f --b ’’ lie /leufjnerabon, and defecbve regulation to cold 
uuu _ o- ^ ^ , i„npocampus and emgiilatc 

Lesions, including those ^' acqurrmg a conditioned 
gyrus, accentuated disturbance m acquir g 

response to operative stress 

P,ychpphy.o.o.y of 

was an of 1 one niaj- 

narcolepbc .tttack p hypoUiesis A spccifii 

lepbc patient suggested tl e production of ■» 

toc,.o„ of «>’= 8- 

unremembered dream wi „ppeotable fantasy Electro- 

encephalography w'as rr^^d t d , 

dreammg dunng sl-P " m 2 of 3 episodes of 

record any dream ' Pent began dreaming siniel 

daybme sleep the narcolep 1 > narcoleptic 

taleously with the Ov- 

control siibtects did no - occunencc o 

of sleep The experimental find, g be 

dream 

Imaginary Sexual Partner-^hsuaWanb^^ 

masbirhabon m 188 P'rtrerr^ ' psychody-namics These ^ 
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approMos social attitude itia> precipitate feelings of guilt 
In >oung subjects tlie treatment should include seviial edu¬ 
cation to present die development of neurotic manifesta¬ 
tions 

Archives of Internal Medicine 

106 467-522 (Oct) 1960 

•Infection and Imnninit) in Chronic Lvmphocylic Lcuhemin 
R h Slinw nnd others P 

•H)TerJ.nleinia Associated wtli Mycloprohferatn e Disorder 
R M Myeriion and A M Frumm P 

Cooelohulinemm 

R G Farmer T Cooper and C A Pascuzzi P 483 

•EpidcmioloRy of Influenza as Demonstrated bj Serum Pools 
G O Broun and others P 496 

®KerQtoconjiinch\atis Sicca and Sjoffren s S\nidrome 
C A Stolt7-e and others p 513 

infechon and Immumtj m Chrome L) mphoc} be Leukemia 
-Over a period of S years, 25 of 42 p-xtseats xvtdi chrome 
Ijanphocybc leukemia de\ eloped 46 bactenal infecbons of 
winch 7 were fatal H>'pogammaglobulmemii was found in 
23 pahents, normal gamma globulin in 12 pahents, and 
hypergammaglobulinemia in 1 pabent A fair correlation 
was noted hebieen die frequency of mfeebon and hypo- 
gammaglobiilmemia Sbmulabons widi typhoid, mumps, m- 
lluenza and diphdiena anbgens were performed in 24 
pibents and 13 controls Bodi indisidually and as a group 
the patients had considenbly less ability to produce circu¬ 
lating anbhodies dian the controls Tliere w'as a direct 
relationship between inibilitj to produce circulabng anb¬ 
hodies and bactenal infecbons Isoliemagglubmn bters were 
normal m all controls, but m only 8 of the 24 pabents The 
failure to produce circulating anbhodies appears to be a 
major deficit in host resistance m chronic lymphocybe 
kiikcmi 1 

Hyperkalemia and Myeloproliferative Disorder—Eight pi- 
tients wadi myeloprolifentive syndromes were found to have 
signilic int elevabons of serum potassium levels unaccom¬ 
panied by chnical or electrocardiographic esidence of hyper- 
kaltmia Sbidics indicated diat tlie platelets were die source 
of the potassium and diat it w as released dunng die process 
of blood coigulation thus represenbng a spunous hyper¬ 
kalemia Determinations of potassium m platelet free plasma 
in this group were normal No chscrepancy between serum 
and plasma potassium lesels was noted m pabents wadi 
postsplcncctomy diromhocv tosis This suggests diat diis 
phenomenon may he specific for die myeloprohferabs c 
sandrome No abnormality of potassium levels m odier body 
hinds was noted Studies on other electrolyses were normal 
hilt a similar disorder may be present m regard to phos- 
phonis 

fpidcmiologv of Influenza —Inapparent infecbons and popu- 
I'liim resistincc to influenza were studied using anbhemag- 
chitinni titrcs m senim ijools collected quarterly by rmdom 
siniphng between 1948 and 1959 Nineteen vanis strains 
"He studied Rises m antibody litre against prevalent 
'liaises lee-ompainmg clinical outbreaks was demonstrated 
mnic ilnig widespread populabon evposurc Increased litre 
leunst a varus isohtcel elsewhere (AI, Denver 1957) was 
“leneel in the ibscnce of a locally rexiognizahle clmieMl 
"'ilhre ik Asian infincnza nntibodies rose strikingly m 1959 
, "ilhniil I clinical outbreak Intermittent appearance of 
nitibodii s against certiin vmis strains suggcsbng interrup 
mils m espnsure to those viniscs was observed m several 


instances Anbhodies agamst S senclai varus were foamd 
prior to and after its isolabon in Japan Anamnesbc nses m 
btre against related viruses and mcomplete eliminabon of 
non-specific inlubitors by a receptor-destroying enzyme 
(RDE) or penodate raise problems in mterpretabon of 
anbhemagglubnm anbhody levels 

Keratoconjunclivibs Sicca and Sjogren s Syndrome —Tw o 
hundred forty-eight cases of keratoconjuncbvibs sicca were 
shidied m an attempt to clarify tlie relabonship of tins 
ocular disorder to various chnical condibons and to hema¬ 
tological and protein abnormalibes One hundred tliirty-nme 
patients had Sjogren s syndrome, tliat is, keratoconjunebvabs 
sicca plus stomorhmopharyngolaryngibs sicca, enlargement 
of the salivary glands, or rheumatoid arthnbs The incidence 
in males was higher than that usually reported Associated 
clinical condibons frequently vv ere related to dryness of the 
mucous membranes, but rheumatoid artlinbs vv as found in 
45 pibents, other cohiffen ihseises in 9, puipura hyperglo- 
bulmemia m 9, and thyroid diseases of vanous types m 44 
The most common hematologic abnormabhes were anemia, 
leukopenia, and elev'ated erytlirocyte sedunentabon rate 
Study of bone marrow m 22 cases showed changes probably 
due to hyperglobmemia, which represented the most fre¬ 
quent abnormahty of plasma proteins 

American Heart Journal, St Louis 

60 1-162 (July) 1960 Parbal Inde\ 


‘’Rtciiirent Mjocardial Infarction After Anticoagulants 

L R Dinon and J B Vander Veer p 6 

Evaluation of Ratio of P Wave Duration to P-R Segment 

M Kahn and others « p 23 

Atnil Vectorcardiogram in Healtli nnd Disease 

J Scheuer and others p 33 

Phonocardiographv in Interventncular Septal Defects 

E Craige p SI 

Transitorj Q Waves Without Mjocnrdinl Infarction 

A G Goldman H Gross and 1 L Rubin p 61 


Recurrent My ocardial Infarchon After Anticoagulants —The 
author reports on 16 men and 4 women, 37 to 78 years of 
age, with a recurrence of acute myocardial infarction vvitlun 

4 weeks after discontinuabon of anbcoagulant tlierapy This 
therapy was started in all pabents soon after their admission 
to tlie Pennsylvama Hospital, Philadelphia, and was main¬ 
tained for from 24 to 82 day s It vv as abruptly disconhnued in 

5 pabents, m tlie remaining 15, wathdravval was accom¬ 
plished watliin 3 to 4 days in 2 pabents vvatlim 5 to 10 
days in 12 and watliin 21 days in 1 Tlie interval from the 
last dose of tlie anbcoagulant to the recurrence of infarction 
was from 1 to 24 days and averaged 11 days The site of tlie 
recurrent infarct as determined bv the elecb-ocardiogram 
w as about tlie same m 4 different m 5, indeterminate in 8 
and not ev'aluated m 3 pabents because of sudden deatlis 
Sev en of tliese 20 pabents died The data suggest that tlie rela 
tively frequent recurrence of acute nivocardial infarcbon 
after abrupt cessation of anbcoagvdant therapy is not a for- 
hntv Tlie mechanism responsible has not been established 
Consideribon should be given to more prolonged anbcoagu¬ 
lant tlicrapv after clinical recovery from a first attack of 
acute myocardid infarcbon it should bo maintained m tlie 
average pabent for at least 6 to 8 weeks after ambulation 
On termmabon of tlierapv, tlie dosage of the anticoagulant 
should he reduced ven gradually, preferably over a penod 
of at least 4 weeks Tiie tapenng-otf should be guided by 
weekly determinabons of protlirombm bmes because of tlie 
vanability of response to vvatlidrawal 
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KUoimc Comincncii)}; During Pregiiiiicy 

nuroinilnc ProstnUctomj Using n No-cathokr Teclin.qnc 
U S Dtlicnlinm and A E Ward 
ftfiimps and Male rtrtihly 
L S Scott 

Tumors of lilt EpiduKims 
C Has nrd 

C>tological Diagnosis of Prostatic Tumors b\ Trnusrectal 
Aspiration Biopsj—S Eranztn and ollicrs 
Carciiioiiia of Prostak Prcsonlmg ns Disease of Rectum 
J M IJas IS 


p 152 
P 178 

P isa 

P 188 
p 198 
p 197 


Carcinoma of Prostate Presenting as Rectal Disease-In¬ 
volvement of the rectum by carcinoma of tlio prostate js 
uncommon, especially uJien accompanied by symptoms and 
signs of rectal disease completely overshadowing any un- 
nar>' ss-mptoms Sixteen siicli cases are dcscnlred They are 
dmded into 3 clinical txiies rectal stricture, anterior saib- 
mucons mass, and rectal nicer Histological interpretation of 
biofisx' matcnal uxis diiliciilt, because many tumors were 
anaplastic, still, in prostatic carcinoma, the cells are smaller 
and some have characteristically dear cytoplasm with small 
round liyperchromatic nuclei, hut this should he considered 
m con}vmclion xxath the clinical findings and tlic level of 
scrum acid pliospliatase If tlic latter is uithni normal range 
a 2ncl biopsy after a tnal of treatment witli stilbcstrol may 
rcxcal degenerative cliangcs m the tumor ccDs characteristic 
of prostatic carcinoma after estrogen Uionpy Curative 
therapy is impossible when carcinoma of the prostate in¬ 
volves tlic rectum, dissemination lias usually extended be- 
vond the reach of the most radical operation In some cases 
palliation can be achieved by honnonc therapy Ten of tlic 
16 patients w'ore treated watli sblbestrol (6 cases antedated 
tile introduction of honnonc therapy) In 3 of the 10 treated 
patients the rectal lesion resolved completely and in 2 it 
decreased in si7e and x'ascularitv Tlie remaining 5 patients 
shoxved no response Tlic prognosis is poor, even m the pa¬ 
tients sx'lio responded to stilbcstrol, the longest surx'ival was 
27 months 


Canadian Journal of Public Health, Toionto 

51 215-254 (June) 1960 Partial Index 


1 1 cliiuqut of Assessing Suitability for Emplov mciil 
L r Ko\l 

Rodent- nnd Avinn-Bomc Disi ises m Canada 
J A Mckiel 

“Multiplication of Staphylococci During Cliicst Xfaktng 
F S llntcher and D Ross 


p 215 

p 220 
p 220 


Staphylococci During Cheese Making-This paper reports 
laboratory expenments earned out to demonstrate tlie de¬ 
velopment of staphylococci in milk, intended for cheese 
making, xvhich had been subjected to inadequate cooling or 
to contamination tvitb antibiotics md xvith staphylococci 
The following factors in relation to mdk quality can con- 
tnbute to tlie development of massive populations of 
staphylococci in cheese (1) substanhal contaminabon with 
staphylococci ongmabng from the bovine udder, (2) in¬ 
adequate cooling, (3) tlic presence of anbbiobc residues, 
(4) contamination with strams of staphylococci resistant 
to the anbbiotics present m tlie mdk Mulbphcabon of 
staphylococci can occur rapidly dunng the penod of beat 
treatment after coagulatton of tlw casern Staph>lococci in 
excess of 500 niilhon per gram have been demonstiated 
m die curd after ipphcabon of combinations of the above 
condibons The presence of low levels of pemedbn m he 
nnlk was shown to allow selecbve mulhphcation of t^m 
staphvlococci and to inhibit die lactic starter culbnc The 
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iidluence of other bactena on the mulbphcabon of staplMo 
cocci could be shmulatory, repressive, or of no effect Tnc 
pubhc health hazards are envisaged staphylococcic food 
poisoning (severe outbreaks have occiiired), qnd disseniim 
bon in tile community of virulent strains of staphylococci 


Canadian Medical Association Journal, Toronto 

83 1-50 (July 2) 1960 Paihal Index 
BCG Vaccination 

C B Stewart nnd C J XV Beckwith „ i 

“Coronary Atlicrosclerosi!, m Rats Exposed to Cold 

E A Stllcrb and G Baker ,, g 

Phlebothrombosis Clinical Sfudj and Treatment ‘ 

C N Ramos nnd others p jg 

Coronary Atherosclerosis m Rats Exposed to Cold -Rats fed 
on commercial laboratory rahons of low fat content showed 
a mild degree of coronary lipoidosis after long penods The 
incidence of coronary lesions was increased and tlic type of 
the lesions was modified by exposure to cold In die ammals 
mamtained in tlie cold, hy'ahne material containing blood 
elements and lipid occurred in submbmal acciimulabons 
xvliich somehmes occluded the lumen A lugh fat diet con¬ 
taining 2% cholesterol fed to old rats, especially those which 
had lived m a cold environment, produced severe athero¬ 
sclerotic lesions witliin 6 xveeks Tliese findings showed that 
exposure to cold undoubtedly mcreased the incidence and 
seventy of tlie lesions The same chef fed to other rats for 
76 weeks conhnuously produced fewer lesions, suggesting 
die possibihty of adaptation to the particular chet The 
patliogenesis of some of the more severe coronary lesions 
observed in the rats were explained by die presence of 
small chssecbng aneurysms, some involving plasma only 
and some whole blood 
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Iiitcrml Sponfwcoui Bibaiy Fistiih 
D Koiinns 

Anastomoses of Bile Ducts 
XV Heim and XV Cramer 
“Evnlintion of Treatment for Malignant Melanoma 
A Pneselnng nnd H XVasl 
Iniraoptrnlue Histological Rapid Diagnosis 

R Rulil 

Evaluation of Trcahnent for Malignant Melanoma -A a 
view of die Iiterahire and observabons on patients treated 
for mahgnant melanoma at the surgrcal clinic of tlie Univer 
sity m Vienna jusbfy tlic autixors’ statement that the pros 
pects of siin ival of pabents with mahgnant melanoma slio" 
a relationship xvidi die sex and age of die patients, with tla 
location of the melanoma, and widi tiie stage of the disease 
It has not been established whether, or to xxhat degree, tiicsi 
prognosfac differences depend on the fact tliat patients 
different ages nnd sex and wadi vanous tumor 
been treated dunng unequal stages of the disease 
ascertaining die degree of difference, if any, m sl\ c ' 
of pabents m tlve same stage of die disease will it F 
to Lide whether subdivision of the disease into sWs 
be sufficient for companson of the 2 
or whether the senes of pabents being j 

anodier must also, as is die audiors present ^ 

divided according to age, sex, and practice 

central agency and die cooperahon of a f„ii) 

trcahnent is required for drauang rehahic coneh.s.oa 
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a compinson of treatment metliods This agency would have 
to give adiicc and would receive reports on so-called mela¬ 
noma leaflets about metliods of diagnosis, therapy, stage of 
tile disease, sex age, and location of the tumor The data 
could then be transferred to punch cards, evaluated and 
placed at the disposal of each of the co-workers for further 
chlwnhon 


Gastroenterology, Baltimore 

38 861 1058 Qime) 1960 Pirlnl Inckv 

•PtrfuMon Test nnd Reflux Test in PnUents ^Mth Esophagitis 


S G Tuttle A Bcttmllo and M I Grossman P 861 

X Ra> and Qinical Features of Hiatal Hernia 
H J Tumtn G N Stem and E Shlars^ p 873 

Microscopic Features in Regional Enteritis Prognosis 
J I Anlonms F E Gump anj others p 889 

Clinical Significance of Hcrcditarx Hemorrhagic 
Telangiectasia—L S Monroe and F M Spencer p 906 

“Chronic Relapsing Pancreatitis Despite Achlorhjdna 
] B Gross and G A Hnllcnbeck p 919 

Transaminases in Hepatic Tissue and Senim in Hepatic 
Disease-R L SommcrMlle and others p 926 


Perfusion and Reflux Tests in Esophagitis —Esophagitis may 
mimic angina pectons peptic ulcer, and otlier disorders In 
an effort to increase diagnostic accuracy the authors used 
2 new procedures The 1st is the mfusion of 0 1% normil 
bjdrochlonc acid solution into the esophagus to reproduce 
the s>Tnptoms The 2nd is detection of gastroesophageal acid 
regurgitation by simultaneous measurement of intralmnmal 
pressure and hydrogen ion concentration Of 124 subjects 
studied by these procedures, 81 had cbnical endoscopic 
or radiognphic exadcnce of esophagitis Of tliese 64 re¬ 
sponded positively to acid perfusion and manifested acid 
reflux, 2 showed symptoms on acid dnp but no regurgita¬ 
tion 15 failed to respond to acid perfusion but showed 
reflux Of 43 patients who were asymptomatic 3 demon¬ 
strated esoplngeal acid regurgitation, the remamder re¬ 
sponded negatively to both tests Of the 93 6% of patients 
showing a 7one of increased pressure in die area of die 
hiatus, 32% revealed, in addition, sustained elevation of 
intracvopliageal above mean fundic pressure throughout 
the entire length of the esophagus, presumably due to eso¬ 
phageal spasm These latter patients had symptoms referable 
to the esophagus, reacted to esophageal acid perfusion 
ind showed acid reflux In patients not manifesting diffuse 
increase of intraesophageal pressure, neidier die height nor 
tie Icngtli of the zone of mcreised pressure at the hiatus 
nor the magnitude of the decrease between fundic and 
intrathoracic end expiratory pressure xv as correlated xvadi 
prc'scnce or absence of acid reflux Gastroesophageal reflux 
occurs in most patients xsith esophagitis, and plays a dom 
Padiogenesis Bodi tests proved useful in 
1 erenbating esophagitis from angina pectons and pephe 
u cer Tile mechanisms whereby die gastne contents arc 
nonnallj prevented from entenng the esophagus reimm 
obsairc 


test stimulus as the subcutaneous injection of histamine, 
in 1 of tliese 3 and m die remaining 2 pabents, both of 
whom had undergone prevaous subtotal gastrectomy, an 
Evvald type of test meal was employed Such observations 
clearly inchcated that secretion of liydrochlonc acid by the 
stomach is not essential to die occurrence of pancreatitis 
Other physiologic meclianisms exist for stimulation of ex¬ 
ternal pancreatic secrebon Increased pancreabc mtraducbal 
pressure resulbng from ohstruebon of the duct in the pres¬ 
ence of acbve secrebon of juice by the gland may be of 
importance m many cases When stones are present in die 
common bile duct or die pancreabc ducts or vv hen cicatncial 
changes are present m the pancreas or its ducts, possible 
causes of ohstruebon to die ducts are obvaous In the many 
cases wherein such mechanical factors are lackmg, edema 
or spasm in die region of die sphincters of die ducts has 
been poshilated Attenbon is called to the fact that die 
insbllation of alcohol into the duodenum is a particularly 
effeebve way to increase pancreabc intraductal pressure 
in die clog 

Journal of Nervous and Mental Disease, Baltimore 

130 437-600 (June) 1960 Partial Index 

Profircssixe Cerebral Uegenerabon of Infnncy 


B I Alpers P 442 

Passive ^Iuscle Relnvation in Parkinsonism 
K Asai and others p 449 

“Bilateral Thalamotomy in Parkinsonism 
H Kiajenbuhl and M G knsnrgil p 538 

Crucilile of Neurosurgery in Past 30 tears 

C F List p 542 


Bilateral Thalamotomy in Parkinsonism —Of 187 pabents 
xvadi Parkinsonism on whom 225 operabons were performed 
in die neurosurgical chnic of the Univ ersity, Zuncli, Svv itzer- 
land, 6 underwent bilateral dialamotomy This operabon 
was tolerated wathout motor, sensory, or mtellechial loss 
In all the pabents the method of lesion produebon consisted 
of stereotaxic coagulabon vvath a current intensity of 150 
ma for a penod of 20 seconds The lesion obtained was 
large enough for complete relief of liyperkinebc and hyper¬ 
tonic manifestations The authors confirmed die expenence 
of Cooper diat a lesion of 200 to 250 cu mm in die region 
of die \ entrolateral nucleus of die dialamus has a more 
certain, complete, and absolute effect on contralateral resbng 
tremor dian does die pallidal lesion The same is tnie for 
ngidity, a well-placed and large enough lesion of the diala¬ 
mus wall change ngichty into hypotonia of die extremibes 
Therefore, die surgical procedure is preferred xxliich places 
die lesion at the xentral porbon of the dialamus and inter¬ 
rupts all the pallidodialamic and cerchellothalamic fibers 
Only diose patients should be submitted to bilateral opera¬ 
bon xxlio haxe tolerated the inibal surgical procedure xvadi- 
out comphcation and wath good lasbng results Tlie tunc 
interval hebxeen the 2 operabons has been at least 6 mondis 


c 1 orhy dna in Chronic Pancreatitis —It has been recog- 
that alcohol and pancreabtis are closely connected 
le acid sccrchti mechanism has been menboned to ex- 
P iin die vv av in w Inch alcohol stimulates pancreabc secrc- 
lon Tile 5 cases presented exemplify the recurrence of ac- 
"c pancreabtis m tlie presence of achlorhydna Alcohol ap¬ 
parently had precipitated manv attacks of pancreatitis m 
>^e patients hut attacks had occurred at odier bmes vvath- 
precipitation by alcohol In 3 of the 5 pabents the 
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67 353 528 (June) 1960 Partial Index 

Disturbances of Bladder Function in Rclabon to Pregnancy 
\\ J A Francis 

Acute Coa^lation Disorders at Portunlion Laboratory 
Inxcstipahon—G I C Ingram and others 
Unnary Infection After Colporrhaphy Incidence Causation 
and Prcxention—M L Paterson and others 
Canctr of the Female Pthas 
H Schhnk 
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‘Vannlio^is in MnhKmncv of Cancers of Utcrme CetMx 

"*«> Double Uterus 


Treatment foi Pehio 

Tubercwlo?K—*2^ G D(-nnis9 
Tronhnent of Uldtriy PrimiRroMcIne 
* R ^^^wfonnld and II It ^IncLcnnnn 
CusIunR s Syrndronic and PrcRmncy 

G MncGrcRor, A G Spencer and G I M Swver 
Simullniicous Tubal and InlersUhal Pregmney 
P Rliodi t 


9/’"’**''’" Prolapse ui the Elderly 

L \f Wlnpliam 

Xeu Ticbnupu for Corrtction of R( troversion-ritxion of 
Uterus In VaKinal Houtt-A F \onsscf 


p 420 
p 429 
P 434 
p 443 
p 405 
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p 473 
P 485 


Vartafions m Nfnfignnttcy of Cancers of Uterme Cervu- 
\iiy stnes of canters of tlic utenne cervix represents a 
complex of tumors of witlelj- different behavior patterns 
IS regards rate of growtfi, invasiveness, and disscmmabng 
properties, and tins variation m behavior is emphasized 
wlicii the cases ire grouped on tlie basis of duration of 
symptoms All 924 cases of cancer of the utenne cervix 
observed at the Cardiff Rojal Infirmary during the years 
1940-1954 are classified into 4 groups accordmg to the 
reported lengtli of time elapsing from tlie patient’s nohcing 
the first ssmptom to the day treatment svas begun A 
modified Stockholm technique of radium irradiabon uas 
used in 894 (or 97%) of the women, and m 38 of tliesc 
surgery was used as in adjunchvc procedure Roentgen 
irradiahou xxas not used as a pnraary form of treatment 
In 30 pabenfs the disease was so extensive that treatment 
was deemed inadvisable Simaval after radium dierapy was 
not significantly affected by the age of tlie individual or by 
die histological grade of the himor The outlook was de¬ 
termined almost exclusively by 2 factors tlie rate of 
Inmor-grow'th and the extent of die disease when first seen 
Therapy achieved its best results m die cancers winch grew' 
relahvely slowd)' These more favorable himors did not 
present any chsbncbvc pathology and the results of this 
inveshgahon are consistent wadi the view diat die slow'- 
growang cancels are seen in women who possess a high 
degree of n itural resistance to the disease 
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improvement was obtained m 20 pabents An inipl eLS 
n ECG xvas noted m 43% of die pabents When bilaTcn 
igabon of die internal mammaiy artery is ineffective the a« 
thor advocates hgabon of die pencarchacophreinc artcrj' 


Lancet, London 


1*1257-1304 (June H) 1960 Partial Index 


General Indications for Psychological Treatment 
\ Rentiedy 

Pbenmttrazine and Dexainphetamme iii Obesitj 
1 Hampson, J A Loraine and J A Strong 
•Diuretic Activity of Bendroflunzide 
A C Kennedy and others 
•Genital Listeriosis as Cause of Abortion 
F Rappapoit and others 
Epidtimc Cemc<al M>algia 
D \r Davies 


p I2aT 
P 1265 
P 1267 
P 1273 
P 1275 


Diuretic Activity of Bendroflunzide-Hie audiors studied 
the biochemistry and nnnary volume m 5 men and 9 
women, 35 to 72 years of age, widi edema, before and after 
tliey liad received a single dose of bendrofluazide (Apnnox), 
a benzodnadiazine denvabve The various condibons caiii 
mg die edema included congesbve cardiac failure, cirrhosis 
of the liver and die nephrobc syndrome Similar studies 
were made m 2 healdiy young men after increasing dosos 
of bendrofluazide The serum potassium level was deter 
mined before and after several doses of bendrofluazide in 
7 pabents widi edema The results showed diat bendro- 
fluazide is a powerful oral dmrebc, acbng by increasing tlic 
excrehon of sodium and chloride, winch causes osmotic 
churesis The optimum dosage for most pabents is probab!) 
7 5 mg, but some will respond w'ell to 5 mg, while a feu 
may require 10 mg The unnary excretion of potassium was 
increased by bendrofluazide, but to a lesser degree tJian tJnl 
of sodium and clilonde The serum potassium level may fall 
slightly 24 hours after tlie admimstrabon of a single dose 
of bendrofluazide, but hypopotassemia was not obsen'cd in 
several pabents witli congestive cardiac failure who received 
the drug 2 or 3 bmes w'eekly for 8 to 25 days, with a 
sabsfactory clinical effect No toxic effects of bendrofluazide 
w'cre noted 


38 1-160 (June) 1960 Partial Index 

Reverse Development of Hyiiertensivc Vascuhi Disease 

A V Kolosov mid N K Belyaeva P t® 

Artificial Pneumopcncirduiin 

E E Gogm and B M Astapov P oCi 

Effect of Certain Physiological Factors on the 

Vectorcardlogram-V N TsvetskovsJty P 41 

Vcctocardiographic Changes in Hypertrophy of the Left 

VentneJo—L A Kyandzlumtscva and V I Makolkin P 45 

Vectorcardiography in the Diagnosis of Acquired Vitium 

Cordis-V S Gnsilm and Y P Mironova P W 

•Bilateral Ligation of the Internal Mammary Arteo’ 

V I Kolesov 

Bilateral Ligation of the Internal Mammarv Artei-j'-The 
author reports tlie results of hgabon of internal mammarv 
artenes in 110 pabents suffering from stenocardia for a 
penod of 2 to 10 years AllUie pabents had frequent severe 
anginal attacks, witli typical ECG changes Fifty-bvo patients 
had sustained myocardial mfarcbon (some of tliem twice) 
The hgabon of tlie internal mammary artery was performed 
under local anesthesia Immediate results of tlie operabon 
were anginal attacks ceased ni 56 pabents, attacks were 
weaker and fewer m 43, Uie operabon was of no avail mil 
pabents One hundred ten pabents were followed up from 
4 months to 2 years In 42 of tlie patients the attacks had 


Genital Listenosis as Cause of Abortion —The authors rc 
port on 34 w'omen with a history of lepeated abortion who 
were exarmned at tlie Hadassali Municipal Hospital, Tcl 
Aviv, Israel Listena microorganisms w'ere isolated at Icust 
3 bmes from tlie cemcal secrebons obtained from 25 of 
these w'omen witli die aid of sterile swabs at 1 to 5 dsjs 
interv'al Listena microorganisms were also isolated from 
aborted products of conception Of tlie 25 patients, 3 uom 
in die 2nd tnniestei of pregnancy, 8 were in the Isf tnmes 
ter of pregnancy and 14 were nonpregnant All these women 
had 1 to 6 ahorbons m penods of time up to 8 years lu« 
penod dunng which they had positive results from Lislcrn 
julhires (from the first posibvc ciilhirc until cultures > 
:ame negabve after treatment with 1,000.000 un.b of 
penicillin daily for 14 days and 1 Gm ^ . 2 

pyndazme daily for 14 days) wms up to f 
yf die remaining 9 women widi repeated «'’”rt'ons , 
aegabve results from Listena cultures, die 
be attnbuted to other causes None of 87 „ 

•eproducbve age, witiiout lustorj' o a or ’ ^ 

iffected by irrelevant gynecologic ^ 

:cna m dieir genital organs Tims a rcht.onslnp he. 
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.istena microorganisms iiid repeated abortion Ins been 
"onfinned Genital bstenosis Jias been described as a state 
aE chronic Listena infecbon of the genital organs of ap- 
larently healtlij nomen It manifests itself by tlie con- 
muous excretion of orgamsms from the utenne cenax over 
ong penods, and by abortion or premature stillbirth m 
iipervemng pregnancies Pregnant women affected by genital 
istenosis ha\e not so far aborted after treatment nith 
pemcilhn and snlfametho\>inTidazme 


Minnesota Medicine, St Paul 

43 365-454 (June) 1960 Pirtnl Index 

PncumoUiorax-Traimnlic ind Spontmeous _ 

T J Kinsclh P 

Abdommo-Presacral Resection for Reef'll Lesions 

R W Utendorfer P 

Nitrogen Mustard m Malignant Pltur'il Effusion 
N G G Hepper 'ind D T Carr P 374 

•Diagnosis of Hodgkin s Disc'ise 

W A Chadboum P 380 

Diagnosis of Hodgkin’s Disease —Of 26 i^ahents witli Hoclg- 
Ians disease proved bj lymph node biopsy, mijor surgical 
specimen, or autopsy, 22 had bone marrow aspiration per¬ 
formed in the course of the diagnostic work at St Bamalias 
Hospital, Minneapolis, Minn The seebon method of bone 
marrow study as desenbed and refined by Scldeicher was 
used Fifteen (68%) of tlie 22 pabents showed definite 
changes in the seebons compabble watli Hodgkin’s disease, 
4 Ind changes considered to be probable Hodgkin s disease, 
i c, rchtular hyperplasia, cosinopbilia, and fibrosis Three 

showed one of tlie changes of Hodgkin s disease The sechon 
method of bone marrow study, m contrast to tlie usual 
smear technique, makes tlie bssue easier for tlie patliologist 
to identify and study, and it provides a luglier percentage 
of posihso results in tlie diagnosis of Hodgkms disease The 
section method is, tlierefore, recommended as an extremely 
useful tool in the dcfimbi e diagnosis of Hodgkan s disease 

Nederlaiuls hjdsclirift v geneeskunde, Amstcrd^m 

104 1101-1136 (June 4) 1960 Paitial Index 

Lini \ljj,nns Inccralis 

r 11 \anTIud p 1104 

Icni Ttsl (if Ccnicll Mucus in Aniinorrhea 

^ Virsclioof p 1111 

Skm Chnn(,(s After Treatment ssith Large Doses of Nicotinic 
Acid-\f HmtcrandL Mmlcr P 1114 

Skin Changes After Large Doses of Nicotinic Acid —In a 
42 \eir-oId man, who was treated with daily doses of 3 Gin 
01 nicobnic acid for cbolcsterolemia, extensive skin changes 
Were obserted Tlie skin was dry and somewhat scaly wath 
me wnnkits iiid coarse texture, it bad a dirty graxish color 
t sites wilt re the changes were most marked, especiallv 
> lout the wilhry folds, the lower part of the back, tlic groin 
me the upper part of the abdomen and loins, tlie skin w as 
SMnsh brown and gnnnlar Pitches of depigincntabon were 
? mwen txl Histological shidies rc\ caltd tli it tlie lionii 
"IS greatlx tliickened (liyqicrkcratosis), but 
'It othtntase the epidenius was not greatly changed The 
uonum likiwist sliowctl prictically no changes The cutane- 
c latigcs disappeared when medicabon was discontinued 
rh w lien it w as resumed In 2 of 3 milder c iscs 

' igadcs dc\ doped on tlie comers of the mouth, but disap 
wrtx when flu patients were gixcn xitanun B complex 


The aufliors feel diat tlie skm changes resulted from the 
admimstrabon of the mcobnic acid m unphysiologically large 
doses Tlus may have upset the xitamm balance They direct 
attenbon to ichthyosis-hke skin changes in pabents witli 
ntamin A deficiency The 1st patient nienboned m this 
paper was 1 of 30, who were treated witli large doses of 
nicobmc acid for hypercholesterolemia The therapy reduced 
die cholesterol content of the blood semm bv from 20 to 50% 

New England Journal of Medicine 

262 1297-1342 (June 30) 1960 Parti il Index 


•Role of Obstetnci'in in Preiention of Cenical Cancer 

L D Johnson p 1297 

®Shoshm Benbcn 

P L Wolf and M B Levan p 1302 

Renal Concentrating Abibt> in Healthy Nfen and Pabents 

Without Renal Disease—R D Lmdeman and others p 130G 

Renal Concentrating Ability During Major Surgical 

Procedures—H D Gullick and L G Raisr p 1309 

•Pncumocjsbs Cannii Pneumonia in the Adult 

L Ruhin and F G Zak p 1315 


Obstctncian and Prexention of Cervical Cancer—it is rec¬ 
ognized diat mv'asive carcinoma of die cervix is preceded 
by an in siiu stage diat has all the morphologic properties 
of cancer except invasion of the stroma, and that carcinoma 
III situ does not anse e/e novo, but is preceded by rec¬ 
ognizable cytologic and morphologic changes vanously 
desenbed as epithebal anaplasia, dy’splasia, atypia, or equiv’- 
ocal lesions The peaks of die ige distnbubon cutv'es of 
pabents vvidi cenicaJ anaplasia coincide wath the peaks of 
die plotted cun'cs of pabents attending bodi obstetnc and 
gynecologic chnics The peak of die age distnbubon of 
pabents wadi carcinoma m situ, however, comes m the 
decade from 30 to 40 yeirs, when fewer pabents are 
attending eidier type of clinic In die decides after die 
cliildbeanng years, there is a significant nse in die per¬ 
centage of mv'asivc cancer Therefore, it is vitally important 
to imbate screening m obstetnc pabents below die ago of 
30 The author ascertained m i survey earned out m 
M issachusetts dunng 1938, that only a small percentage 
of younger women is now being subjected to Papanicolaou 
smear tests Since obstetncians see more of diesc asyanp- 
tomahe pabents dian do other physicians, and since a pelvic 
cxaminabon is part of die roubne care of these pabents, 
1 plea IS made to all doctors w'ho pracbee obstetnes to 
begin penodic screening for the preinv asiv e cerv ical lesions 
imong dieir pabents The woman vv'ho is made ivvare of 
die screening procedure it an early ige and is told that a 
single examinabon docs not exclude the possibibty of having 
dicse lesions is more likely to return for sme irs at specified 
intervals 

Sliosliin Benben —Gardiac beriben is divided into the icute 
fulminant form and the chronic type Sliosliin benben is die 
fulminant form of benben heart disease, which is cliaracter- 
izcd bv' acute cardiovascular collapse Deadi may occur 
vvadim hours Sliosliin is the Japanese term for acute cardiac 
catistrophe The Sbosbm form of benben compnses less 
than 5% of the cases of benben wath cirdiac involvement 
seen in the Onent The audiors rcccntlv observ ed 2 eases of 
benben at a Detroit hospital Tlic 1st ease was diagnosed 
onlv It autopsy The other was reexignizcd clinically, and 
die patient made a dramabe recoverv vvatli intravenous 
duamine therapv The clinical picbire of Slioshm benben 
IS cliaractenzcd bv severe dyspnea, prccordial pain, marked 
risdi*ssiicss and anxietv An obvaous stocking-glove penpli- 
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trnl cy.uujsis is present, along with a sinus tachycardia, 
sliock, pulmonary edema, cardiomegaly, hepatomegaly, and 
pcnplicral edema The condition represents an extreme 
emergency, for death will occur in minutes to several hours 
unless thiamine is given promptly The acute fulminant 
cardiac failure is usually supenmposed on a chronic benberi 
state If peripheral neuritis develops, the pabent uath 
chronic bcriben is forced to rest, and he is thus saved from 
extreme cardiac insufiiciency Any cause for sudden increase 
in thiamine requirement may precipitate acute cardiac 
fiihire in these patients The 2 cases presented had an 
enlarged heart with a sinus rliytlim, dependent edema, 
incieased venous pressure, peripheral neiinbs or pellagra, 
nonspecific electrocardiographic changes, and a grossly 
deficient diet for approximately 3 months One improved 
uith thiamine therapy, md in one autopsy findings were 
compatible uith the discisc 

Piicuniocjslis Carinii Pneumonia in Adults -Pneumonia due 
to infection w ith P amuii is commonlv scon in Europe but 
IS comparatively rare in Nortli America The disease chiefly 
iffccts premature or debilitated infants It appears to be 
verj rare m adults Tlic authors tabulate data on 13 
previously reported cases of P canmi pneumoma in adults, 
4 of whom were reported from the United States, 2 of the 
4 liad, however, been reported is cytomegalic inclusion 
disease In this paper they present a case of subclinical 
pneumocystis pneumonia in an cldeily man suffering from 
pemphigus vulg ins The natuic of P caniiu is still m 
dispute Some hold it to be a fungus but tlie majority of 
investigators consider it a proto/oon Attempts to induce 
pneumonia exTicnmentally by inoculation or inhalabon of 
matenal containing tlie organism have met witli failure 
The disease has been produced m rats by treatment with 
large doses of corbsonc and penicillin Presumably tlie 
animals already harbor the organism as a saprophyte, and 
tlic decrease m host resistance combined witli alterabon of 
the microbial flora produced by the drugs favors tlic pro¬ 
liferation of the parasite, thus causing the typical intershtial 
pneumonia In naUirally occiirimg human infechons the 
process appears to be similar 

Plastic and Reconsbuchve Suigery, Baltimore 
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rransftr of Tret Composite Grafts of Skin and Fat Clinical 

Study—T D Rees , r rr j j 

Neurofibromatosis (von RccUinghausen s Disease) of Head md 
Nock Reconstructive Aspects-L V kragb and others 
Tolerance of Tcmporomindibular Joint to Fracture 
Dislocation, and Associated Injury-N J Wilde 
'Soft Tissue Injuries of Face Reconstruction of 
Eyebrows-F W Pirruccelio 
Complete Unilateral Clefts of the Lip 

D R Millard Jr ^ , 

Micrognithia in the Newborn Pierre Robin Syndrome 
R M Rankow and F Mincnom 
Dermoabrasion Tlierapy for Smallpox Scars 150 Cases 
R J Maneksha 
•Human Tads 
R W Parsons 
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Injuries of the Face Reconstruction of Eyebrows-Tlic 
severity of injuries of tlie face witli avulsion of bssues as die 
result of automobile accidents has been increasing, owing 
to the tremendous speed and forwaard propulsion and to the 
enormous, angulated, slanting windshields Sudden deceler¬ 
ation and breaking glass have been producing avulsion in¬ 
juries of the face that are creating major problems of recon¬ 
struction It IS not unusual to see a victim whose eyebrow. 


nose, or eyelid has been trimmed off and destroyed In du 
cussing mediods of restonng lost eyebrows the author points 
oat tliat full diick-ness hair beanng grafts taken from tlie 
airline behind tlie ear can be used immediately folioumir 
the accident in selected cases The use of a limr bemne 
arterial peninsular scalp flap is an excellent method of 
stonng the eyebrow when bulk is required to restore the 
conformabon of tlie brow It is suggested that a secondaiv 
verfacal windshield made of a flexible laminated transparent 
inatenal be placed in back of and a foot or so away from 
the regulation windshield to serve as a crash pad whose 
purjjose It would be to catch and protect the face Althoiigli 
this suggesbon IS highly theorebcal, it will prove worth 
while if It does no more than stimulate constnichvc thinking 
along these lines 

Human Tails -The 4-month-okl baby girl wliose history is 
presented was seen m the Pkasbc Surgery Clinic at Fif?- 
simons Army Hospital on October 5,1959 She was a health) 
child, nonnal in all respects except for a caudal appendage 
mcasuniig approximately 4 cm m lengtli The motlier staktl 
tliat she knew of no family history of tins or any otlier con 
genital malformation The “tad” exhibited no spontaneous 
motion and resisted passive niobon to straiglitcn it At its 
base the skin was reddened The consistency was soft, like 
that of the lobule of tlie ear The caudal appendage «as 
removed under endobacheal anesdiesia by a transverse 
elhpbcal incision aioum) its base, which was over tlie 
spinous processes of the sacrum in the region of the 3rd and 
4th sacral vertebrae There w'crc no idcnhfiable structures 
connechng it to tlie deeper bssues except a 2 mm band of 
connecbve bssiie on eitlier side There was no bone or carhlagc 
in the tad It was made np of normal-appeanng, hair-bearing 
skin and fatty bssues and contained numerous blood vessels 
Near the base tliere was a pattern consistent witli a capillary 
hemangioma The human tad is a rare medical cunosity 
The embryologic basis for tins anomaly is probably the per¬ 
sistence of tlie distal porhon (caudal filament) of the tad 
seen in the 14- to 16-mm emhry'o From a review of the 
previously recorded cases it is apparent that a number of 
different enbties are described as tads because of their lo 
cation They may contain bone, striated muscle, nen-c, or 
tumor m addihon to fat and fibrous tissue 


Radiology, Syracuse, N i 

74 889-1062 (June) 1960 Partial Index 

“Neoplasm rollovsinj? Irradintion for Binign Conditions in 
Childhood-F N Silverman and otlicrs 
“Radintion and Leukemia in Carcinoma of Cervix 
N Simon, M Brucer, and R Hayes 
ScintigTftpby anti Portogrnpby—Value in Diagnosis of Liver 
Disease-G A Doehner and others 
•Pulmonar} Ah eolar Protetnosis-A New Disease’ 

H P Flenk and others 

Unilateral Hypertrophy of the Mandibular Condyle 
I Weissman and E ht Collins f 

Double-Contrast AngiocardiORraphy for DemonstralinK Cn altil 
Interatrial Septal Defects in Dogs-J F Marlin 


p S‘>0 
p 903 
p oa 
p 928 
p 939 
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Neoplajia Following Irradiation in Childhood -Tins 
vesbgabon of whether or not radiation can imlnte neoph 
particularly of the tliyroid, was begun m 19o6 m 4 Cm 
' hospi The of h,e <lep,rt».».> o » ' 

of thooo hoop,tals ™,e oenrehod for p..,cn« " "J, ' 

of 080, 'Vl.0 had reoorvrf roentgen ry thor.rpv of ite «■ 
noi! k chert from 1932 to 1950 The wnht.nn ,« « 

those irradiated for thymic enlargement, cerwt'il 
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icute and chronic smusitii,, nnstoicliUs, pneumonitis, en¬ 
larged hilar nodes, epihbon of tlie scilp, md otlier demn- 
loses about the held md nech Family health histones were 
obtained m 1,512 intenicns of tlie 2,230 possible pabents 
The mtenicivs resulted in tlie ideiihficatioii and eialinbon 
of 1,644 persons (73 7% folIoM-up) who hid recened 
roentgen ihcrapi and 3,777 umrradnted siblings as controls 
A total of 29 malignant neoplasms were reported, 18 for tlie 
pabents and 11 for the siblings Eleven of tlie nialigmncics 
were carcinomas of tlic thjToid, all of tlieni occiimng m tlie 
pabent group and none in tlie sibling controls The ex¬ 
pected number of cases of tli>’TOid cancer for a group of 
1,644 persons totaling 30,254 person-} eirs is 012 Tlie 
number of thjroid cancers found was 11, tint is, about 100 
times that e\-pected from current morbidit> tiblcs Aldiougli 
there is a great increase in tlie incidence of cancer of tlie 
thjTOid after irridiabon, tins does not ippear to be tlie sole 
factor responsible for the increased incidence but rather a 
contnbubng factor This surs'cy differs from prenous ones, 
it places in proper perspcchs c possible carcinogenic factors 
otlier tlian radiahon 


that tlic oval bodies represent the shed cells tliemselves 
The aiitliors bcheve tint volatile solvents, such as aerosols 
and insecbcides arc tlie most likeb cause of the disease 
One of tlie 2 pabents obsen'ed b> the autliors is sbll ah\c 
\nd well after segmental lobectomx, tlic other died Onset 
of the disease is insidious, witli fatigue, loss of weight, pro¬ 
gressive dyspnea, cough, and slight fever X-ray findings 
\ irj' from featlierv localized to wadespread bilateral, often 
s>inmctncal, confluent densibes Since 4 of 9 surxaxing 
pabents watli the disease reacted positii el) to a complement- 
fixation test witli an anbgen from a fatal case of pneu- 
mocysbs pneumonia, tlie cause of tlie disease may be in 
orgimsm, anbgenically related to Pnuimocysfn canmi, 
rather tlian inhaUbon of \olabIe agents Tlic possibihtj of 
some cams being the cause of both pulmonary aheolar 
proteinosis and pneumocj sbs pneimionn has not been ruled 
out The possible role of anhbiohcs m the etiologv is 
discussed 


Revista Asociacion metlica argenfana, Buenos Aiies 


Radiation and Leukemia in Carcinoma of the Cervix —The 
autliors studied tlie incidence of leukemia in pabents xvith 
cancer of tlie cervix who sunned after radium treabnent 
Data w ere collected both as regards the number of sumvors 
of radium treatment for cancer of tlic cenTx and the number 
of cases of leukemia oectimng in tliese sunivors Many of 
the pabents received external inadiahon with x-rays to 
increase tlie dose of ruclntion to tlic lymph node areas in 
the pehis Tins idded radiahon results m a dose of 2,000 
to 3,000 rads tliroiigliout tlie pehis, including a large part 
of tile pelvic bones The heads and necks of tlie femurs are 
also included The volume of bone marrow irradiated in 
cancer of the cenox is greater tlian the volume of bono 
marrow irradiated in rheumatoid spondyhbs, but the dis- 
tnbuUoii of tile dose is different To collect a large number 
of cases of cancer of tlie cervix watli sun iv al, the coopenbon 
of many large treabnent centers was solicited The con- 
tnbutors were those who had been submitting their stabs- 
tical data to the Annual Report on tlie Results of Treabnent 
in Cancer of the Uterus Among more tlian 71,000 pabents 
there appeared 12 cases of leukemia that may have been 
associated vvitli ndiahon and an addihonal 4 eases of 
dironic Ivmpli itic leukemia A detenmnahon of the person- 
years at nsk shows an incidence of leukemia of from 82 to 
115 cases per imllion This is essentially the same incidence 
as m women of similar ages in tlie United States and Eng¬ 
land It may he concluded, therefore, tint ndimii treabnent 
Or cancer of the comx docs not induce an increase m tlie 
incidence of Iciikeinn imong the sumvors 


Pulmoinry Alveolar Proteinosis—Pulmonary alveolar yiro 
tcinosis was desenhed in 1958, by Rosen, Castleman, anc 
^miow, who obsened 2 cases and examined slides fron 
^ otlicrs Subsequent reports brought the total number h 
0, including the 4 cist's presented here, 3 of winch wer< 
iindcr the observation of the iiitliors of this piper Tin 
disease is confined to die lung and is clnrictenzed Insto 
ogica y ly t ie presence of extensive gnnulir cosinoirhilK 
. 1 ^somobines distends the nonm 
ai'coli Tins material stains PAS posibve, mditabng th, 
presence of mueopolysacclnndes Peculiar dark-staimng 
me neshmimlcd, oval bodies are found in die alvcoh 
collaborators poshilatcd that this initcml i 
led from the septal cells limng the ilvcohr wall, am 


74 303-354 (May) 1960 Partial Index 

®Tubcrailosis Leukemia Tnd Lcuktmoicl Kenctions 
S ErdsUm 303 

Neoplajsic Pericarditis Subsequent to Hidden Caremotna 

V A J Alberti 'ind E 331101 p 334 

J*fodiilar Vasculitis Anatomicocirnical Aqiccts 

L T Genkel p 339 

Tuberculosis, Leukemia, and Leukemoid Reactions —Tlie 
problem of the relabonship betw ecn leukemia and tuberculo¬ 
sis had been further compbeated by the constantly increas- 
mg use of corbeotropm (ACTH) and adrenocorbeal hor¬ 
mones m treabng botli diseases Four cases of tuberculosis 
associated with leukemia or leukemoid reacbons are de- 
senbed The 4 pabents w ere treated watli ACTH and adreno 
corbeal hormones besides odier specific treatments for 
tuberculosis and leukemia In 3 of them die admimstrabon 
of corbcosteroids preceded die onset of leukemoid signs and 
symptoms, in 1, aldiougli die clinical pichire was one of 
acute leukosis, at autopsy^ no leukemic infiltrates w ere found 
eidier m die spleen or m otlier organs It is concluded tint 
aldiough it IS difficult to disbnguish between leukemia 
proper and die so called leukemoid reacbons, tlie latter seem 
to be more frequent The development of leukemic syn¬ 
dromes or a rapid change of a chronic leukemia into an 
acute yrrocess is frequently observed among tuberculous pa¬ 
bents The findings m this study also suggest a yrossible 
cfTcct of corbcotropic and adrenocorbeal hormones on die 
pathogenic relabonship between the 2 diseases Tlie admin- 
istnbon of these hormones must be done with die greatest 
eaubon in such pabents 


Rcxista Brasilcira de Mcdicin i, Rro dc Janeiro 

17 293-384 (April) 1960 Parbal Index 

ttioIoRical Relationship BctMcon Chat,is Disriit ind 

Mcgi csophajTus—A P/ita p OOO 

•Glmicil E^cnence iMth LinoUic Acid ind P\ndoMnc in 
H>perchok*stLrLmn—L Abithol nnd othtrs p 032 

Linoleic Acid and P\Tido\in(. in H\ptrcIioIesferemia — 
Twenty'-seven pabents widi a level of scmin cliolcsterol 
above 240 mg per 100 cc were treated with combined 
hnolcic icid and pvndoxine riftccn pabents Ind irtcno- 
seicroMs 8 Ind artcnoselerosis md essentnl livperlcnsion 
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ind 4 had absouaftd disorders sncli as obesity and parasi¬ 
tosis Each patient reeened 3 taWespoonfuJs of tlie hnole.t 
aud-pvndoMiie miMure daily, for periods svhich 
hetsveen 4 and 8 sseoks Older patients required Wr 
^40 cholesterol level, winch ranged frL 

240 to 580 ing pe, 100 cc at the start of the thera^ 

pieS rh" ? ? treatment was coin- 

plctcKl The most striking results svere obsers-ed m 2 patients 

" Jescl decreased from 580 and 460 mg 

per 100 cc, respect,vel>, to 210 and 290 mg It is e2 
chided that this combined therapy is adsasable not only for 
reatment but also for prevention of hypercholesteremia .and 
sshic i are beliescd to be associated with high 
Jes tis of blood cholesterol 

Revista espanola tie pediatua, Saragossa 

16 341-472 (Mav-Time) 1960 Parti,al Indev 
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ringing m age from 5 to 16 years The patients nere 
followed up for penods of from 1 to 6 years Surgical 
therapy consisted of pneumonectomy as a hfo-sasang meas¬ 
ure in 5 (6%) of die pabents, of lobectomy m 25 (3o<^} 
segmental or minor resection m 45 ( 55%), and comhmed 
iobeetomy and segmental reseebon in 6 (7%) The pabents 
were given chemodierapy for a prolonged hme before .ami 
after the operabon All die pabents are alive There were 
no immediate or late postoperafave compheabons, and no 
relapses Thev are leading a normal life, .and some of them 
even participate to a considerable degree m physical 
ictivibes Pulmonary reseebon seems to give parhcul.arly 
good hate results in children iwdi tuberculosis as judged 
from the chmeal and roentgenological aspect as uell as from 
the funcbonal and sociologic pomt of view It should be 
considered as the treatment of choice in children in whom 
irreducihle pulmonary lesions persist despite prolonged 
medical treatment m a hospital 


“ramilinl rhctnlp>ni\ic OIiKopIm mn Tho Case flcpori 
Lv o \ ilinrcs 

Efreot of Higli Dosts of \ Jtamin B„ on lIcmiconMilsmn- 
luinipltRin S>iulromL—J Pefn 
Disturbances of Cnrtlinc Contliiclion in Congenital 
Cnrcliopalhits~J M Tnbiicncn-Oln er 


- Familial Plienjlpsrmic Oligophrenia-Two sisters, 2 jre.irs 
old and 9 piontJis old, ucre hrougdit'to consultation because 
of sloss deselopmcnt, microcephalia, overdeveloped chest, 
and semures with jerks of the head and devi ition of the 
eyeballs The older girl could not recogniae her parents and 
wis just starling to walk The younger child did not re¬ 
spond to stimuli .and was unable to grab objects offered to 
her The diagnosis of phenylpjTuvic oligophrenia u.as con- 
hrmed bv deteimmabon of levels of phenylalanine m llu 
blood Chromatographic analysis revealed m botli patients 
the presence of phenylalanine, glycol, and glutamic acid 
m the blood and urine Tlie importance of an early diag¬ 
nosis IS emphasweci ,' for a diet low in phenyl.alanme is 
effeebs’e in preventing permanent mental damage if started 
early m life Everj' new child in a family in wliicli casts 
of phenylpyruvic oligophrenia have occurred should be 
subjected to a tliorough cvammahoii, since the proporbon 
of descendants affected by tins abnorm.ahty is 1 4 Tin 
disease is transmitted through an autosomal gene and affects 
botli scses equally The patients, who ire homozygoht 
m.amfest the disease inherited from their heterozygotic 
parents Therefore, the problem of deteebng tlie hetero- 
zygotic beareis of tlie abnoianal gene is of tlie utmost mi- 
portance It is believed that a low-phenylalanine diet, 
instituted before the pabent is 8 weeks old, may prevent 
or limit the mental deterioration 


Revue de Tubeiculose et de Pneumonologie, Pans 

24.581-730 (M.iy-Tunc) 1960 P.irb.il Index 

Tb^lUhnsis ana Intrnpiilmomry Amyloid Bodies 
J Roujenu 

Hj persensitb ily of Tubercle Bacillus to Lipopnp s \ccharide 
N Cboucroun and others 
Determination of Active Isotuazid in Blood Serum 
J Grossrt and C Cauetti „ ,, 

‘■Pulmonary Resection m Tuberculous Children 
Louas and others 

Pulmonary Resection in Tubeiculous Children —The late 
results in 81 children witli tuberculosis of the lungs, in uhom 
pulmonarv reseebon was performed bebveen 1953 and 
1958 ate reported There weie 58 girls and 23 boys. 
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Viccmalion with Attenuated PohomveUtis Viruses 


E IViesmiuin 

P 

615 

Vaccinition uilh Live Avimlcnl Pofiovmis 

M Scliiir and F Buser 

P 
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Complications of Poliomyelitis V lecmntion 

T Baumnnn 

P 

e’3 

‘’Epidemiology of PohomyelUis m SuatrerJand 

At Sclinr and E Le Grand 

P 

030 

“’Antibody Foniintion uith Salk Vaecine 

A Burgin-Wolff nnd others 

P 

033 


Epidemiology of Poliomyelitis in Switzerland —Three him 
dred twenty-nine cases of poliomyehbs, (260 paralytic 
cases, 64 nonparalybe cises, and 5 doubtful cases) were 
reported in Switzerland in 1959 About 40% of tlie non 
paralyhc cases were due to infecbon witli entenc cytopatlio 
genic human orph.an (ECHO) and Coxsackieviruses Nearh 
80% of the popuhbon, aged less than 20 years, had at tlie 
end of 1959 been given Salk vaccine 2 or 3 tones Among 
the pabents m the same age group witli paralybe polio 
myelibs only 18% were vaccinated Thus immunizabon watli 
Salk vaccine protected 3 out of 4 vaccinated persons against 
tile paralybe form of the disease The percentage distribu¬ 
tion of paralybe cases showed significant changes since 
1956, m diat ye.ar the highest attack rate was ohsened 
among school-age cluldren In 1959, however, most cases 
occurred in dnldren under 6 years of age and m persons 
over 20 years of age It c.an be assumed tliat tins change is 
the result of the mass vaccinations of school-age children 
during the preceding years 


itibod) Fonnation with Salk Vaccine -Of 28,783 persons 
10 were vaccinated 3 bmes witli 1 cc of S.ilk polioinje 
s vaccine injected into the upper arm at the pedntra 
me of the University, Basel, Switzerland, m 1956/19a( 
6 children and adults were examined for the presence of 
us-neiitrahzing anbbodics before die first \ accinalion, 
63 of these, the exaniin.abon was repeated after tlie 1st 
d, and 3rd vaccinabon, and one vear after the 3rd I'acei 
ion Tlie results confirmed tliosc of other workers, t/iu 
; produebon of antibodies against poliomyehbs suns 
aed according to die b-Te of vaccine strains used > 
Jy formation proved to be sbongest for Type - 
akest for Type 3 Examinations concerning tlie P 
:ence of antibodies revealed that m 33% of the P rson 
imined, the antibody Icsel had decreased markedh 
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year after tlie 3rd injection The remaining 67% of persons 
fcxamined did not show a decrease in tlie number of anh- 
bodies, this finding may be due partly to an intercurrent, 
latent poliomyelitis infection and not to the laccination 
alone The study of the antibody persistence reiealed tliat 
the reduction of antibody titer was unequivocally stronger 
m the age group of 11 to 15 years tlian in any otlier age 
group The authors emphasize that data of antibody per¬ 
sistence reported by otlier w orkers do not show the presist- 
cnce of antibodies m any single person because of the 
graphic presentabon usually adopted 


generally abnormal and were, in numerous instances, of 
diagnostic value Several biological disorders were noted 
during tile course of enceplialopatliy but no definite corre¬ 
lation could be established between these and the neuro- 
psychic symptoms There was onlv a sbglit correlation be¬ 
tween ammomemia and encephalopatlw Because of the 
great variability in the earlv course of encaphalopathy 
caused by cirrhosis, selection of treatment should be cau¬ 
tious A nonspecific rather than a specific treatment has 
been of benefit. 

Semana medica, Buenos Aires 
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68 1079 1118 (June 4) 1960 Partial Index 

•Anticoagulant Treatment in Cardiology 

M Mouquin and others P 

Intra>ascular Thempj in Arthntis moo 

J Pien and J Casalonga P 1083 

Treatment of f^mplete Arythmia 

R Tncot and P Nogrette P 1085 

Anticoagulant Treatment in Cardiolog> —Warfann sodium 
was administered orally to 63 patients with cardiovascular 
disease The total duration of treatment was 10 months, 
averaging 43 days for each patient The effect of warfann 
was charactenzed by a more prolonged anticoagulant ac¬ 
tion than that obtained by other coumann dematives 
(phenmdione, etliyl dicoumarol) Its action started 12 hours 
after admimstraton of the loading dose and the peak of 
activity was reached within 48 hours m the majonty of the 
patients The maintenance doses were established in the 
course of the 2nd week of treatment, therapeutic response 
remained stable dunng maintenance treatment The drug 
was well tolerated Resistance to warfann seems rare, and 
it IS often effective in case of resistance to other anti¬ 
coagulants Because of the high anticoagulant activity of 
warfann, regular biological control is essential 


Semamc des Hopitaux, Pans 

36 1699 1734 (June 12) 1960 Partial Index 
®Enctphalopath> in Liver Cirrhosis 

J P Benhftmou and others p 1707 

Periodical Disc-isc and Allergy 

H 'fimou and A Lumhroso p 1719 

Abnorm'vl Metabolism of Androgens 

H Mnmou and others p 1721 

Encephalopathy m Li\ er Cirrhosis —The name encephalopa¬ 
thy was selected to describe the entity of neuropsycluc dis¬ 
orders caused by cirrhosis of luer Studies were made ir 
73 patients wlio had acute enceplialopatliy, and in 4 whe 
wd chronic enceplialopatliy associated witli liver cirrhosis 
Cntcphalopathv occurred in 25% of tlie cirrhotic patient; 
lospitahzcd dunng the penod of Tebmary, 1955, and June, 
1959 The most significant precipitating factors were gastro- 
mtesUnal bleeding treatment wath chlorthiizide, and surgi. 
ml portacaval anastomosis, factors of lesser magmtiide wen 
treatment witli barbiturates and high protein diet Tin 
clinical picture was charactenzed bv extreme mstabihtv o: 
t le ncuropsx clue svanptoms The immediate course tendei 
toward recovery m about half of tlie patients The lati 
course was much more severe, 80% of the total senes o 
"’■''’dcsting neuropsvcluc disorders died in th* 
''"‘rKT x.jr The elcctrocncephalographic findings wen 


"CaroUd Arterv S>ndronie 19 Cases Treated SurRicallv 

J A Saporta P *^57 

Alkaline Phosphatase and Obstacles m Choledoehus VV'ithout 

Jaundice—I F Scaro P ^66 

Spontaneous Hydabd Pneumothorax 

C B Augustoni and others P 767 

Carotid Artery Syndrome —The results of surgical treatment 
of 19 patients with carotid artery syndrome are reported 
The syndrome is defined as an acute or chrome cerebral 
vascular insufficiency m which a decrease in the carotid 
flow to the circle of Willis is demonstrated As the symptoms 
and signs vary from patient to patient, the entenon for 
estabhshmg the diagnosis was bilateral carotid artenography 
Treatment consisted of carotid endarterectomy when the 
etiology was atheromatous plaque or tliickerang of tlie 
intima, and segmental resection when the obstruction ongi- 
nated m pathological dilatation General anesthesia was 
used m 16 patients (witli hypotliermia in 3) and infiltrahve 
local anesthesia in 3 pabents Four pabents underwent 
reoperabon, 1 because of hemorrhage, 2 because of post- 
operabve thrombosis, and 1 because of pulsatile hematoma 
and dehiscence of the artenal suture, 57 89% recovered 
Complicabons occurred m 42 10%, and mortahty (post- 
operahve only) was 15 78% The author recommends use 
of infiltrabve local anestliesia and pomts out that all com- 
pheabons in this senes occurred in pabents operated on 
under general anesthesia Attenbon is called to the need for 
immediate bilateral artenography on any' pabent with 
mamfestabons of cerebral vascular insufficiency' Determina- 
bon of blood vascosity is recommended for early anb- 
coagulant treatment to prevent postoperabve tlirombosis 
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•Fat Mobilization Dunng Acute States of Arousal 

M D Bogdonoff and others p 680 

•Lipid Absorption 

C T Ashworth and others p 685 

Tuberculosis of Lymph Nodes SimuHting Neoplasm 

R E Quattlebaum p 693 

Hereditarv Sphcrocy tic Anemia 

W D Wise and F F LoLer p 709 

Abdominal Aneurvsms and Occlusive Arterial Disease 

A Ochsnerjr and P T DeCamp p 732 


Fat Mobilization Dunng Acute States of Arousal —Lipid 
mobihzaUon, both in vitro and m vivo, ls charactenzed bv 
the release of nonestenfied fattv icid (XEFA) from the 
tnglycende of adipose bssue Tlie nithors used this indev 
of hpolvsis to assess tlie role of clnnges m tlie arousal of 
the centril nervous system and tlie contnbuhon made bv the 
autonomic nervous svstem to the process of hpid mobiliza- 
bon The senim \EFA level vvis sbidicd m normil fasbng 


175 



! 


568 


ABSTRACTS FROM THE LITERATURE 


persons during s'.inons ckgrtes of psychological arousal ami 
in n group of persons before, dunng, and after an achni 
life situ ition Ufcndtd In intense feelings of anxiety It was 
also studied in a senes of persons in the resting, fasted state 
before, dunng, and after a period of sjmpathebc ganglion 
blochadc Results of these and simd'ir studies indicate that 
icutc ps\ cliological arousal is accompanied by increases m 
stnim NEFA lesil It is suggested that the rise in lex el 
reflects a inobihy ition of NEFA from the adipose bssiie 
depot, and that the mcch.misni of such lipid mobilization 
inxoKes the autonomic nen-ous system Such a process of 
hpolxsis With release of nonestenfied fatty acid into the 
circulabon bx’ epinephrine and/or artercnol is analogous to 
the process of glx’cogcnolvsis with its subsequent hyper- 
glxccmu Since cxidence is accumulahng w'hich indicates 
that NEFA max bt the “pnine fuel” of muscle, it is possible 
that fat mobilization in the form of increased ivadabihty of 
NEFA proi'ides an important energv' source for die aroused 
organism Aldiough more detailed studies are needed, hpid 
mobilization may' occur and the autonomic nerxous system 
mix' contnbiitc to this process 

Lipul Absorption —With the aid of tlic electron microscopi 
the authors studied the processes of hpid absorption and 
utilization 111 rats The means of absorpbon diroiigh the 
intestinal epithelium of hpid particles Ins been showai This 
has been correlated xxith the passage of solid latex particles 
of 220 m /1 diameter across the cell membrane of tlic in¬ 
testinal epithehum, xxhicli occurs m a similar manner Bodi 
latex particles and hpid particles liax'c been showm in their 
transit through the interstices of the lamina propn and tiieir 
entry into Ijanpliahc channels Furtlier, lipid and latex 
particles have been shown to be picsent in tlie circulabng 
blood, xvitlim the liepahc sinusoids Tlie idenbty of such 
hpid particles xxith the chxloimcrons oliserx'ed witli die aid 
of the light microscope has been discussed The uptake of 
hpid matenal from the chylomicrons and submicroscopic 
hpid parbclcs by liopabc ceUs has been x'lsuahzed xxuth tlic 
aid of the electron microscope, a mechanism of pinocytosis 
at the hep itic cell membrane incorporates hpid parbcles in 
die cytoplasm The large, pore-hke defects in the hepabc 
sinusoidal endothelium are responsible for the inbmalc 
contact of particles of hpid w^di die hepatic cell membrane 
Tw'O forms of fatty' infiltration of the liver of die rats Imx'c 
been slioxvn One of these itis'olx'ts a process of an ox’crload 
of fat, m which the cvioplasinit sb-uctnre remains intact 
and essentially nonnal In the other, iti^uced bv ebohne 
deficiency m the xyeanlmg rat, die accumulation of hpid 
material has been correlated xx'idi a structural defect m the 
cytoplasm of the hepatic cell, consisting of deficiency and 
other abnormalities of endoplasmic reticulum This is prob¬ 
ably the result of the basic defect in the mechanism of 
phospholipid elaboration in die hepatic cell 
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Blastomycos.s-The author reports on 20 patients xvitli 
blastomycosis xx'ho xvere admitted to the Veterans Admmis- 
Hncn.io! Oteen. N C Seven patients in xvhom 


Blastomyces dermatitichs had gained entry into the lunc 
underwent pulmonary resection, one died of disseminated 
blastomycosis 6 mondis after surgical inten'ention and an 
otlier of pulmonaiy insufficiency The 5 patients who siir 
vived pulmonary' resection are xx-ell clinically, but 2 liaie 
residuil lesions and B dermatituhs m the sputum despite 
intensive therapy xvidi tile aroniahc diamichnes One of 
these patients xvas given amphotencin B and his spuhmi 
turned negabx'c Of die 13 patients xx'lio did not haic 
pulmonary resection, 3 died, 2 of disseminated hlastomx- 
cosis, and 1 xx'ith prox'ed cutaneous blastomycosis died of 
pulmonary tuberculosis Tlie remaining 10 patients are 
hvmg and apparentiy cured One of these liad prostatic 
inx'oh'cment and dissemination occurred xvhen tlic prostatic 
abscess xvas incised He xvas treated xvitli stilbamidme and 
2-liydro\ysbIbamidme which resulted m cure of his gen 
erahzed disseminabon, but prostatic secretions remained 
posibx'c for B dcrmatitidis for 7 years Treatment of Nortli 
American blastomycosis leaves much to be desired Aromatic 
diaiiudmes are useful drugs but a distressingly high proper 
bon of pabents suffer a relapse after dierapy Surgen, 
xx’idiout drug cox'erage, can be dangerous, as exadenced by 
an appreciable number of pabents xvith dissemination of the 
disease m die postoperabve penod Amphotencin B may 
prove to be a more effecbve drug than tlie diamidines but 
It IS sbll too early' for adequate appraisal of its effeefn cncss 
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DBI (Phcnfonnin) in Tre itnienl of Hinbetes Mellitus 

H S Bnldmn P 339 

ItornlKcn rjndmRSjn Spitnic Hemorrhage 

J H AmlierR J P O L ico nnd W A Wilcox P 363 

"Trmioprnzmt in Pnmhu 

R B PjtteIl.o« P 387 

Tnmcpuazine in Pruntus-After die phenotiinzine denvx- 
bve, tnmeprazine (Tcmanl), had prox'ed its efficacy m 
confa-olhng itching m a small senes of pabents reft actory' to 
other anbprtintic nie.isures, the autlior began m E lecefiiher 
1956 to evaluate die dnig in pabents whose dennatologic 
ind systemic disorders xvere associated xvith sex’cre pninhis 
He presents ohsen'.abons on 572 pabents (492 adults and 
80 cluklren) xx’ho xvere treated xvith tnmeprazine Screen 
mg tests revealed diat tiierapeubc doses ranged from 10 jo 
20 nig a day, the maintenance dose was usually from r- 
Uurd to one-half of tlie therapeutic dose Tnmeprazwep 
effecbve orally Adults w'ere given the drag in either 2 5] 
or 5 mg tablets, 4 times a day, xvhile children receivec’ 
in the form of a syarup (2 5 mg per 5 cc ) 3 bmes daily, 
w’as found diat tnmeprazine conHols prantus associa \ 
xvith diverse disorders, and diat it simplifies the 
ment of pruritus Wink tlie results vary' witii different 
diseises and xvitli different patients, die drag acts speciti 
cally against prantus, probably as tlie result of i ' 

bon of anblnstammic, anbscrotonm, mild tranquilizmg, . 
slight sedabve effects Complete or satisfactory relict ot 
itclung w'as achieved m 496 (or 87%) o ‘ 
Exconation and erytlicma resulbng from 
also relieved, and none of these pabents "Wenenced side 

elecK Seventy-si, (1354) 

abnormalities m the liemograms of .those studie 






